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(57) [£»] 

« (I) 0tt£C!>S&£Uy>ft&tt£fciraft£tt<D 
B3g«Wt$*n*.fi [4»tC. XttO, S. S (O) . 
S (O) i tlXttNR* T*D ; Ytt-C (O) — N 
R» R« t>L<tt-NR< -C (O) -R» T*0 ; R 
1 tt. l-4fl<07n4 1 A'. APy>. ADTm. 
->7A 7v>h\ r.hD. 73SV, R 1 • -Z> • - 
t.KttR' • -Z* • -TJl^-B/Ci-pTiaftSnT 
WtfcAHS^C^Jl^/k 7»J-/k **!Bt»l/<tt 
^DTU-^T?*D ;fc«U R' C*tt*7»J- 
Jk ^D7 U -/k DTJM^JMB J:C4feMlOtt 
ftttl~3T*0 : YA»-NR* -C (O) -R» T* 
•3"CX«lOt>t,<ttS©*&. R» B2-K'J3S>ryV 
«*T*D : R* tt***fctt7^*;VT*D : R 
» tt, l~5ffl©7;W i JK Any>, AD7W*, 
5/7/. 75>F» -ha, 755?/. R 1 » -Z> • - 

<bKttR» ♦ -z» • -r**ji'£J:?'CHft3fvc 

V>T t>fiV>7 'J -JVfc K BAT-D7U -)W*> 0 : fc 
«t. R» C*»67U-^*J:tf^T-D7U-^<!)tt 
Rttl~3"C*0 ; Y*t-C.(0) -NR» R* 0« 



R* tt75A -hD. ->7y. ft*4t*5"bU< 

It TNF-o. IL-l/J, IL-6 
*J;tf/Sfcl*lL-8;Wfr*fr*&B, *6tfic«fll 

&tt ; zte«c«a*j:«jfte. #*. tut*, mua 

[fcl] 



(2) 



Xli. Q % S, S (O) % S (O) 2 ffcl*NR 2 tfey ; 

Yli-C (O) -NR3R4^fc|i_ NR 4_ c (q) -R3ffctJ . 

R 1 li, 1 ~ 4<KD7;U*;U. APfX /NOTVMrJU. V7/. 7v h\ - 
hP. 7?vA R1 8_ Z 1 8_^fc|i R 1 8_ Z 1 e-7)^Mz^^xm. 

jSi*itut t ftuvf P7^+Jk 7V-;k tl*«*fci*'vrn7y— ;ut* 

&5&s<&i838iii~3-efcy ; y*<-nr4-c (o) -rZv&^txwo*, 
L<itso>®-£ % Ritt2-euss?-;ugEi*f-efcy ; 
R 2 ii*m*fci*7;u^n?&y ; 

hP. 75 v/. R 1 9-Z1 9-*fcliRl 9-2 1 9 -TVU^UcJ: otS 
jfe*tlTt>rtfi^7y-^fcli^-rPTy-^T?fcy :fcf£U R3|^fcCt 

*Ty-;ufc<fct;^PT'J-;KD^aiii~3r-fcy ; ya<-c (o) -nr 

3 r 4 (dj§^ r 3 li-N r i-iz&GLtzmBLmm+Kfftmtz&fcmm+iz 

*S£LfcT5/. -KP, v7A *JU#*->*L<l*7^:i*2'*JU#=JU« 
ms^-r-57x^;nf>^-7^na^-efcy ; 

^fP7';-;k 7*J— )\,7fo*c)\t. ^fP7'J- ;uT;u^u*fciiR 2 
0_ z 2 0_ 7;l/ ^ U7?fc y : r18, R 1 9 fcjctfR 2 0|i^^ttU[|^ 




(3) 



KM* 7)\,*)ls /\D7JU4rJk 7«J — ^xOT'J — 7U-JU7A'*JU 
*fcli^-rPT'j-;UT;U^U-efcy : R 4 . R 1 8 . R 1 9 fc«fctfR2 0 a>7 
'J— JUfc*tfA.x07 , J— JU*» 1~3{I<D7k&8, 7;U34rV. 7;Mrfl^3f- 

*H\,X)l,ifc—H,TS.S* 7)\s*c)\>7s)\,-? 4 -JU. T^Mr^X-Ms-JK 7^3* 
•>*JUtK-;U75/. T;Ua4ri/*;U7t?-;K v7/» /\a?> % Ti> K« 7JU 

/\P7;u*;u£fcii/\P7;u=i*S/T*Sft£*tTi*T*,&< ; 
z"" 8 . zi9SJ:t;z2 0|itiif^2i:. -O-. -S-. -S (O) 

-S (O) z~. -C0 2 - -C (O) -NR21-, -NR 2 1 - 
C (O) -C (O) -NR21- _ N r2 1-s (O) 2 ~*fcl*-S ( 
O) 2-NR 21 -T»fey : &R 2 1 \tmL\zim*tz[£T)\,*r)\<-ZlhV : 

. /\n7\>m**>, TSSTfr*)^ 7</Mr^75/7;U*JU, V7)l*)l,TS. 
STJU*)^ 7£/. 7)\>*)V7s.;. 2?7JWrJU7 5./, 7;ua/ -f JU7S/ 
» 7Jis*)m)i>*-)i>7 5 / , 7 5/ x;ut^— 7JMr^75/aju*-Jk 
i>7;Mr;i/7S/;uu*=ju, Tk&Ss t Kn^*/m;k ju. 7JMr 

Jl/. 7;i/4-;UX;U7 -f — 7JU*JU3JU*— 7;U3 4ri/, 7JUP 
**/7;MrJU» *>7/. 72? -hP» *;Utf*~X 7;UP*i/*;U*^k 
75/ ft JL*K=JU. 7;U^U7 5 / iMVtf-frt-tzltVTJWUT 5 / *;U#- 

R 7 I*. *if§* TMlW /NP^X /\P7iU4riU, /\P7;UP**X 7 5/ 
7;U^U, 7;U*;U75/7JU*Jk e/7;u4-;U7 5/7;U+;k 

;u;uu*=;u, 7;u=>**X 7;up*i/7;u4r;u. 72* K. -hP. * 

>U***X 7;U34r*>*JU7H-;U, 75/*^-;k 7JU+/U7 5/ Ijfrtit- 



(4) 

-,~C 6 /\P7;U*;U. >>7A 7vK, -ho. 752?/. r 1 8_ z 1 8_ 

^fcitR 1 8_ z i 8-c -i ~ce7;u*;u=*or«lfc*4tTi*T*fti**>$ 

P7^*, 7'JHk *g£BR£fctt^f P7'J-;UT-fcy ; fctcU R 1 Kfc 
If^yij— AfPT'JHk v<7 P7;i'*Jl'*i<fctftS3§*S0>l£&li 1 ~ 3 T? 
fct J ; y/,<_ NR 4_c (O) -R3-efeoTX^OtL<liS0>^. R 1 li 

2 - bf u s 2?=juga*t t? fc y ; 

R 2 jb<7K0*fcl*C i ~ C 4 7Jl^iU1> A y ; 

r3/,<, 1 ~5®<&C ! ~C 6 7;Mn/U. /\P?>. /\Dy>»1 ~3®(DC 
r C 6 /\D7*+*, *>7/. 72? K. -hP. 75 2?/, R 1 0_ Z 1 9- 

^fciiR 1 9-z 1 9_c 1 ~c 6 7;u+;u-«fcorafe$tfCtNrtfi^7 , j 
-;i/tfctt^fn7U-Ji'tfciJ :fc*£U R3|cfcit*7y-;ufc«fet;^xP 

7'J-;KD^»l±1~3-C-fey ; Y#-C (O) -NR3R4fl)j§^ r3|J- 
N R 4 -lct££ Lfc8Mtt*«*l=«tt**««W*l=tt£ Lfc75A - h P 
% 2/7/, *JU*4r->tL<l*7^3*i'*^-^«****'<"*7i=JHf> 

R 4 *<. C-|~C 6 7;U^Us C 2 ~C 6 7^-ik /\py>»1~ 

3<i(DCi ~C 6 /NP7JHFJU. /NPy>Hj1~3@0)C2~C 6 /NP7;U^'— 
;k 7'J-A^ 'Vrn7'J— JU, 7y-JU-C 1 ~C 4 7JHrJU* ^fD7'J- 

c ~ c 4 7;u*;u*fcte r2o_ Z 20- Ci ~c 6 7;u*;ut? fc y : 

R18, r1 9fc£tfR 20 l«-*t**Uttifcl=* C-|~C 4 7M^U. 
/\ny>»1 ~3i©C 1 ~C 4 AD7^k 7'J— JU. ^fD7'J-Jk 7 
ij — H,-C 1 ~C4m^fctt^f07'J-;i/-C 1 ~C 4 7<Mf^T?fcy 
;R4, r18, r1 9fe e fc l ;R2 0|-fcMt^7U-^*5«fc^-rP7y- < >U* 
1~3<K&*i&g. C 1 ~C 4 7;U=>4r2/. 0^0 4 7^^-^, 75 
/. C-| ~C 4 7;U*;U75/. 2? (C-|~C 4 7;^U) 75/. Ci~C 5 
7;U*/-OU75/. C 1 ~C 4 7;U4r;UX;^-;U7S/. Ci^C 4 7i^ 
JUvUt^-f— Ci~C47^X^-^k (C -i ~C 4 7JU=l4r2') * 
;U7t<^U75/s (C 1 ~C 4 7JH3*2') *;U#-JU. 2/7/. AD^>, 7 
2?h\ C-|-*C 4 7;U^U. /\P^>»1 ~3®0>C -j ~C 4 /\P7^l'ffc 



(5) 

tt/\ny>»1 ~3i©C 1 ~C 4 /\P7JU=i*i'T?M&£*lTlvt ; ifi< ; 

RSfc^urRe^ti^tvifeiiiw. *Jft> c-|~c 4 7;u*;k /\p^>, /\ 

Py>»1 ~3<1<0C 1 ~C 4 /\D7JMr;k /\oy>&1 ~3<1<0C -| ~C 4 
/\PT;U=l4ri/, C -i ~C 4 7 5;7Jl/^k (C •, ~C 4 7)\>*r)V) 7 5 / - 

c-|~c 4 7<M^K v (c -i ~c 4 7;Mr>u) 75/-c 1 ~c 4 m^ 
75/. c-i ~c 4 t;u+jut5>'. v (Ci~c 4 t;u^) 7«y, c 1 ~ 

C 5 T;i/*^-<;U75/, C 1 ~C 4 7-Mr;u;UU7f-%:=.;U75/» 75/XJI/* 

c-i ~c 4 7;MFJU7 5y;>uu*=.;k v (c 1 ~c A T)^M 7 5/ 
;uu*-;u, tKBIS. c -| ~c 4 1 Kn+v7^*Jk ;u* c -, ~c 4 7 
;k c -i ~ c 4 7;u+^7. -r -;u, c 1 ~ c 4 7;u*;u*ju* 
C 1 ~C 4 7VUa*v» (C 1 ~c 4 7;ua4r s » C-|~C 4 7,Mr;k 
7S?h\ -HP, (c -, ~c 4 7;un*v) *;utH-^k 

7 = y*;^z^ (c -, ~C 4 7JU*;U) 7 5 / aJUtf-Jl^fcttv (C^ 

c 4 7.Mr^) 7 5/*;ujH-;ur*fcy : 

R 7 A<s TK^s C-|~C 4 7;MrJk /NDy>SJt1 ~3{KZ>C 1 ~ 

C 4 /NP7JU4r;K APy>»1 ~3®0>C 1 ~C4/\P7^3*v, C-|~C 
4 75/7JU+;U, (C •, ~C 4 7JU*JU) 75/-C 1 ~C 4 7^k 2 ( 
C-,~C 4 7;U^U) 75/-C 1 ~C 4 7W, 7i/AJ^-Jk C -| ~ 

c 4 7;u+;u7 5>'^;1'7K-;k i? (c-|~c 4 7^i-) 75/x;u*.=.;u. 

*&g. C 1 ~C 4 tKP*i/7J^K C 1 ~C 4 7^Uft- 
C -i ~ C 4 TJls*)is*)\s7 ■< -)l>. C 1 ~C 4 7 JMrJU^JU/fr— )\, % C-[~ 
C 4 7;U3**X (C -, ~C 4 7;Ua4r*» C -| ~C 4 7J^JU % *>7/. 7v 

K, - ho. (c 1 -c 4 7/ud+'» 75y*;U7t? 

-;u. (c 1 ~c 4 7;i/^;u) 75/ (c -| ~c 4 7;Mn>u 
) 75/aju*-;u-efcy : 



(6) 



*y*m£LXl*X*,&<. 1 ~2®<D;MrVtL<te***Vl::«fc-3TS&£ 
l%mm3l YA<-NR*-C (O) -R3-efeSfi#E2lCfE«0Mb£ 

[§t*«4] 

1 ~C 4 /\Q7», v7V> 70 K, -hP, 7svA R 1 8_ Z 1 8_ 
SfcliR 1 8-z"! 8_c -, ~C 4 7;U4r;UICj;oTSft$*iT^rt,at>v^ 

lt£7U — JU, 'sfOT'J- JU. V$P7;U4^Ufc£tf£^<D8!&;b<1~2-e 
*M ; 

&R 1 8^Ji3t(r % TK^s C-| ~C 4 7JU*n^ HJ^UjJ-O/^JU* T'J — 
;u s AfP7'J-;k 7'J— ;u-c 1 ~C 2 7;U4riU*fcl4^-7 1 PTy— ju-c 
1~C 2 T;U^l/-Cfcy ; &7»J — ^*tfAfP7y-^1 ~2<1<D7K&£ 
. C1 ~C 4 7 , >Ua^rv. C-j ~C 4 T;^U^^-— /U. 75^, C-|~C 4 7 
;MrJU75/, v (C-| ~C 4 7/MnH0 75A T"fe^JU7S/. S/77* /\ 

pyx 7S>h\ c 1 ~c 4 t^+;k h'j 7;u^-p>^^fci*hU^;u^-p 

R 2 3&<, tz\t C -, ~ C 2 7 JU+^t- fc y ; 

R3j&<, 1 -5®a)C t ~C 6 T;U^U, /nP^'X /\PV>»1~3iO)C 
!~C 4 /\P7^k *>7/, 7S?h\ -hP. 7 5^, R 1 9_ Z 1 9- 

*f=j*R 1 9 -z 1 9-c 1 ~c 4 7;u^nc«toTSfii$^r^r : ta^Ty 



(7) 

-JUSfcl*^ PT'JHI/tfcy ;fcf£U R 3 U:fcMt*7y-;UfcJ:U>v-rP 
ik ^fP7'J-;k 7'J — ;U-C-| ~C 4 7mtfcttAf P7 'J HI/- C 

i~c 4 7;u*;u-e&y : 87y-;u*J<fctf^ : rP7y-./u*i ~2<KD*S*g 
„ c 1 ~c 4 7;up**x Ci~C47;^ft-Jk 75/, c-j~c 4 7 
;Mr/U75/. S> (C 1 ~c 4 tvu*;u) 7?y, 7-fe^75/. *>7/, /\ 
□<f>. c 1 ~c 4 7^k hy:7^*p/^;u$*:liMJ:7;u:i-p/ h**> 

R 4 #. C 1 ~C 6 7<Mn>k 7 'J— ik ^fP7'J- ik 7'J— JU- 

C-| ~C 4 7;U4h>k ^fP7'J-^-C 1 ~C 4 7>U^l/*fcl±R 2 °-Z 2 

o_c 2 ~c 4 7;u^n?fcy ; 

R 20 A<. *3t. Ci~C 4 7;U+;k 7'J— ;Us ^fP7'JHk 7'J— 
-C -i ~C 2 7JMr;Uf:f=li^ J rP7 l J— ^U-C -| ~ C 2 7;MrJU-£fcy ; R 4 
fc«fctfR 2 0 |cfclf*^7 'J — ;UfcJ:l^^T-a7'J — JU* 1 ~ 2®0>*&g. C 
1 ~C 4 7;UP4r*X C 1 ~C 4 7;U+;i/^— jk. 75/, C-|~C 4 7JU* 
A>75/, i? (C 1 ~C 4 7;Mn>U) 75/. 7-b^U7S/. /\P-tr>. C -| 

~c 4 7ju*ju, MJ?;u*p/^uf:fctehy7;M-p/ h**>-cn&S;h/c 

Z2 0^ _ 0 -$fc|i-NR2 ^RZIji^c, *3t£fcli 

#R 5 fc<fctfR 6 X><fiiil:k C 1 ~C 4 7^l>4rJk /\PV>, h 'J 

*P/=F;k MJ7;i/tP>h*k 75/. C i ~C 4 7;U*JU7S/. i/ ( 
C-| ~C 4 7JU*;U) 75/, C 1 ~C 5 7^^^75/, C -, ~ 

C 4 tKP*->7^;k C-,~C 4 7;U:a**X *>7/, 7S?h\ -hP, * 
(c 1 ~c 4 7;up+S/) *jU7K-;k 75/*;UTt?-;k (c-|~ 
c 4 7;u^u) 7 5/*n^;u£fctti; (c -| ~c 4 7;Mr;u) 75/rt;u# 
-;uT?&y ; 

R 7 #. C 1 ~C 4 7-»U^k /\P-tr>. h'J^^tP^f^k h'J7 



(8) 



c 1 ~c 4 t;u+;u) 7 5^*jU7K-;u*fc»±v (c-j ~c 4 r;Mr;u) ts/ 

vra^t l < ttiaip c 3 ~ c 4 maite l wr t am - 3 e<DSM tmm 

[»*£5] 
Ub2] 




Vi!3«):i;w*<^*t-e*l|43:lC. C-R1 2^ fcl±Nr , fc y . 
, hU7^U+P>^U. *>T/. 75? K. -HP, 75i?/*fcl*Rl9-z1 

9 -i?fcy i^r 1 2jb<?iai- % *at, c-i~c 6 t^u^k /\py>. nay 

>!& 1 ~3<KDC-| ~C 4 /\P -7)\,*)W R3 1 -z3 1 -£fc|*R3 1 _ z 3 



(9) 

1 -C-, ~C 4 7>Mr;UT?fcy : fc/=U R 11 . R 1 z t$£ltR 1 3|cfe(fi, 

;k ^fDj'J — t 'J — ;u- c -i ~ c 4 t^u^* fcte ^t- dt'J — a>- c 

1~C 4 7;Mr;UT?fe<J ; ST 'J — ^UjSckt/^T" P7 V— 1 ~2fi(D*KS 

£z 1 9/><&3:ic. -o-. -s (o) 2 -, -co 2 -, -c (b) - 

NR21-C (O) -C (O) -NR21- % _ NR 21- S (O) 2 -£ 
fcli-S (O) 2 -NR 21 -T'fciJ; 

&r3 1 ^asic. tK^, c-|~c 4 7^;u. h'j^ju^-py^u. 7'J- 
^t-pt'J— T'J— ;u-c -i ~c 4 7;u4r;u*fc(*^-rPTy— ;u-c 

1 ~ C 4 7 jU+JUT? fc y ; ST 'J £ tf'vr P 7 'J -JUtf. 1 ~ 2 6(0*8 

5/, *>7/. /\py>, **;u. xtf;u. MJ^uij-py^t^fciiMJ^u 

«-z3 1^jt( C , -O-. -NR21- -NR21-C (O) -C ( 
O) -NR21-, -NR21-S (O) 2 -£f=(i-S (O) 2 -NR21- 

R 4 #» *3!t. C i~C 6 7JMrJK T'J— ^f07'jHk T'J— JU- 
C -j ~C 4 7JU*Jk P7'J C i ~ C 4 T)ls*)l>-£tzl* R 2 0 _ Z 2 

o - c 2 ~ c 4 T;u*;ui?fc y ; 

r2 0^ c-,~c 4 t;u^k 7U-;k ^fnT'J-^ 7'J— ,/u 
-c-i ~c 2 7;u4r;u*f=tt^-f PTy-;u-c ~c 2 7;u^-cfcy ; R 4 

^«fc^R2 0|-fc Mt ^ 7 .j_ |UfcJ: ^^p 7 ,;_ JuA < 1 _ 2e! 3r >7 ( cg |^ ^ h 
>^U75/, X^jUTS/. i/lWS/, 7" -fe^UTS/. AQfX y 



(10) 



R 5 *J<):u:R 6 /iH*if*iaai:, KM* **)l>* /\p^t>. Hj:7 

Kb 3] 




R 22 , R 23 . R 24 . R 2 5fc«fct;R 2 6^tL^?iScir. 
~C 4 7JU*;U» /\Pf>, h"j7^tP/f;k *>7/. 7t*K. -hP, 7 
R1 8_ Z 1 8_^fc| iR 1 8_ Z 1 8-c -, ~C 4 7^U^Ut?fcy ; 



(11) 



fc/=U R 2 1 , R22, r23, R2 4 JjJ;^r 2 5(^3^0)1 ja±A<*^T? 
fclj :R 22, R 23, r24, r 2 5 fc^tfR 2 6 |cfclt*7 'J-JUSfc *tf 

dt'j -jusa>£fm»ii o ~ 1 -c* & y : 

&Z 1 8/,<?43i|C, -O-, -S-. -S (O) -CO2- -NR2 

1_ % _ NR 21_c (O) -C (O) -NR21-, -NR21-S (O 
) 2 -*fc'*" s < 0) 2-NR2 1-T?*y; * 

[tS#JS7] 

x*<NR2r-fcy ; 

r5, R 6^j;tfR7^*i^4taAic**-C*9 : 

7'J-JU*<:7i-;K tf7x=JU*fcl**-:7*JUT»*y ;^tP7'J-^. 

If 6 lCffi«(D<b^*fcl*S<b^a) 

r1 ifc«fctfRi 3^ti^tvifear|-, **, **)\>* x?;u. 7?*. £3t 
„ hU7iUt-n^7JU. *>7/, 7S?h\ - HP. 7 5 2?/. R 19 -0-. R 
1 9_s (O) 2 -* R 1 9 -0-C (O) R 1 9 -C (O) - % R 1 9 - 
NRZ1-C (O) -^fcliR 1 9-NR2 1 -S (O) 2 -T?fey ; =&R 1 2 

jU4-a* MPS'. > ih^A 757. >^U75/. i?>^U7 5/ 

. 7-b^U75y. 7S/A;^-Jk /*JU7 5/*;M*=JU* v«*^U7S 
yi3)^-)U % 757^fJk (>^iU75/) (v*^U7S/ 



(12) 

) **;UT?fcy ; tztzL. R 11 , R 1 2 fc£tfR 1 3 Kfcl+£7 »J-JWfeJ:tf 

^P7u -wsnmmt o ~ i & y : 

/?JU75/» i?/^U75/, 7**^75/, *>7/, ?^3§, 

[fi#JS9] Y*<-C (O) -NR 3 r4 ffc5f*I|2 lcGttG>1k£fe 
X^Otfcl*NR2ffcU ; 

R1*^ 1 ~4{K0C -j «-C4 7J^k /\P-tr>. /\P<f>& 1 ~3<1(DC 
1 ~C 4 AP7J^k *>7/. 75/ - hn, 7 5 *sJ s r1 8-z1 8- 

£fci*R 1 8 -z 1 8 -c 1 ~c 4 7;u^u-<*:oTia»$*iru-c j tfii^>^ 

P7iU*;U» TV— He* ISiS^fcli^fDT'J-^fcy ; fcfcU R 1 Kfc 
lt*7y-;U. ^fP7'jHk v?P7;U*;UfcJ:tttS3t]la>&»#1 ~2T? 

&y : 

#R"> 8/,<Jfe3t(c % *ff£. C-,~C 4 7;Mr^ h'J7^P^fik 7'J- 
AfP7'J-^, 7'J— iU-C -j ~C2 7;U*JU*fcl*^ : rP7y— )\>-C 
1 ~C 2 7;U^UT?fcy ; K7U-*fe*tf^f P7'J-JUJ&<1 ~2ffl<07k&S 
. C 1 ~C 4 7JUp4t*X 0^0 4 7^4^-^ 75/. C-j~C 4 7 
^U75/. 5? (C -| ~C 4 7;MrJU) 7 5/. 7-fe*JU75/» »>7/* /\ 
DfX 7i?K, C-|~C 4 7JMrik h 'J 7JU+P > 7)l>$tzlt h U 7.M-P 

S-z 1 8 *<i*5:ic. -o-, -s-, -s (o) - % -s (o) ~ co 

2 -. -C (O) -NR21-, _ NR 21_c (O) -C (O) -N 
R2 1 -NR2 1 -S (O) 2 -*^'*-S (O) 2-NR 2 1 -V&V ; 

=&r2 1 tminz^ Kmstzitc 1 ~c 4 7;u^;i/-efcy : 



(13) 



R 2 *<, 7kSt£fcl*Ci ~C 2 7>U*;UT?fcy ; 

R 3 j6<, 1 -*5j|<DCi ~C6 7^U4r JU, /\P<y>, /\Py>»1 ~3<g(DC 
1 ~C 4 /\P7JMr>U, *>7/, 7*K, -hP, 7 5S?/, R 1 9_ z 1 9_ 
£fcl*R 1 9-Z*» 9-C i ~C 4 T)l>*)l>lZ£'DXm&ZtlXl*XtBL^T t ) 
->U£fcl*^T P7'J-.M/efey ;fcf£U R 3 lCfcltS7'J— *SJ:^fn 
7 «J -;KD&»*< 1 - 2 T?& y ; tztz U R 3 *<-NR4 LfcltJ^miS 
* IC^ITT SaB^IS* Lfc7 5 / , - hP. ->7/, *;U**S/tL< 

#r1 9*<ttiS:ic. *fii, c-|~c 4 7;u*;u, MJ7^tP>fJk 7'J- 

/sfD7'J- 7'J-;U-C-| ~C 4 7;U^U*fcli^ : 7 i P7'J— JI/-C 
-I ~C 4 7;U^UT»fcy ; ^7'J-JUfc«i:i;^P7'J-;U*1~2<i<7)7KSIS 

, c-,~c 4 7;un**X c-i ~c 4 7;u4r;u5 1 ^-— ;u, 75/, C 1 ~C 4 7 
;Mp;u75/, s? (c 1 ~c 4 7;u+;u) 7 = y, 7-fe5 1 ;u75/, *>7/, /\ 

R 4 #, Ci~C 6 7;^k 7'J— JU, AfP7'J-Jk 7«J — )l- 

c -, ~c 4 7JMr;u, Afo7'J- ;i/-c-| ~c 4 7;u+;u*f=iiR 20 -z2 
0 -c 2 ~c 4 7;u*;u-cfcy : 

R 20 *<, *3t, c-|~c 4 7;Mr^, 7 1 ;— ;k ^fP7'J-;k 7 'J— ;u 
-c-j -c 2 7;u^*fcii^-fP7'J— ju-c -i ~c 2 7<Mr;uT?fcy ; r 4 

1~C 4 7JU:a**>, C-i ~C47)ls*r)\,T*-)\<. 75/, C-|~C 4 7;U* 

n>75/, *> (Ci-c 4 7ju+;u) 75/, 7-fe^;u7 5 / , /\nyx Ci 

~C 4 7JU*Jl/, hU^J^P^^U^fctth'J^^P/ h**>-eit&£*fC 
2 2 Oa< % -o-ffcli-NR 2 1 -rfcy ;#R21 Ii3tttj[|c, fcmstzit 

>^;u-cfey ; 

#R 5 fc«fci;R 6 *<?i3:iw, *3ft, c-|~c 4 7;Mr;k mp^>, hy^;u 

ifrP^-yjU, MJ^M-P* h**>, 75/, C-|~C 4 7;MnU>75/, i> ( 
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(14) 



Ci~C 4 7^) 75/, C -i -057^/^^75/, *SS£* C -| ~ 
C 4 t KP+*>T;U4r^s C i ~C 4 7;U=J**X ">7A 75? h\ -hP» * 
(c-| ~c 4 7Ji/a4ri/) *;M?=ju. 75/*JM*=. JU. (C-|~ 
C 4 7;U*H>) T5/*^7t?-^$fcl*i? (C 1 ~C 4 7-Mr;U) 75/*;U7t? 

Jl^P* C 1 ~C 4 tKP*i/7;^k Ci~C 4 7JU=l* 

*X (C 1 ~C 4 7^3*S/) ajU/tf^U. 75/*^-Jk ( 

C-|~C 4 7M>*;i>) 75/*;M*=;U*fctt$? (C -| ~C 4 7;Mr^) 75/ 
4)jU7|C=j|'T>&lJ ; 

*ltivc*a<, 1 ~2e(D**vtL<i*? l **vi~«fcoTg&$ftTivc 
vmst l < i*fia« C3-C4 &tm®i&£ lt i^x t ~ 3 e<osfi*<is^ 



[<t4] 




(15) 

U#C-R 1 3 £fci*N-efey ; 

R1 Ifc^tfR"" 3*<^^tl.54itlC. *3L C 1 ~C 4 T;U^U. /\P*> 

% h*)?fr*a*?)\,s *s7J. T5?h\ -hn. 73*/£fci*R 1 9 -z 1 

9--efciJ ;#R 1 2*<3ajU:|c, CT-CeT^Jk /\P<T>. Any 

>»1 ~3fi©C 1 ~C 4 /\07J^k R 3 1 ~Z 3 1 -£fcliR 3 1 -Z 3 
1-Ci~C 4 7JHrJU-Cfc9 ; fcf:L, R 1 1 » R 1 2 fcJ:l/R 1 3 dfclf* 

7'j-;ufc«fci;^P7 | j-;uo5^tngiai±o~i -efcy : ua<c-ri 3 -cfc 
vt>«j:t;wA^ti^c-Ri zvto&mSs r 1 1 fc«ti/R 1 scmi^ 

&R1 9/)<ife3tlC. *fft, Ci-C 4 7JI/+Jk h'nUP>fik T'J — 
)l % AfP7'J-Jk T'J— JU-C 1 ~C4T)l>*c)\,$.tz\t^TUT*) — JU-C 
-,~C 4 T;U^r-*y ; S7'J-^J3J:^fP7';H^1 ~ 2 

*>7/. npy> % x^;u» hy^u^py^ufsfciihy^u* 
#z 1 9 *<*b3tic, -o-. -s (o) -co 2 -> -c (O) - 

NR21-C (O) -C (O) -NR21-, -NR21-S (O) 2 ~£ 

fcli _ s (o) 2 -nr21 -r-fcy ; #R 2 1 tffcSi^ ^aiSfcii^ju-c 
*y ; 

#R 3 1 ^ttitlC. C 1 ~C 4 T;U4rJK h'J7Jl,tP>^k 7'J — 

;K ^fP7'J-Jk ;u-C -j ~C 4 7i^U*fcl±^PT'J— JU-C 
1 ~C 4 7;Mr^-Cfcy ; l7'JHH3«ktf^fP7y-^ 1 ~2<@(D7K& 

*p* h**>-ea££*iTLv-c=fc&< ; 

#Z 3 lA<a3tlC, -O-, -NR2 1- % -NR2 1-C (O) -C ( 
O) -NR21- -NR21-S (O) 2 -*^'* -S <°> 2~N r21 - 

■cfcy : 



(16) 



R4a<. Ci~c 6 7;^Jk 7U— ju. ^fP7'J- ju, 7'J— 

C-| ~C 4 7;U4r^ ^f07UHl--C -, ~C 4 7;U*;l>£fcl*R 2 °-Z 2 
0 _ C 2 ~ C 4 7;^UT?fe y ; 

R 20 *<, C 1 ~C 4 7;Mr^ 7'J-Jk ^fP7'J-Jk 7'J-;u 

-C 1 ~C27mff:li^fP7'J- JU-C -| ~C 2 7;Mr;UT*fcy ; R 4 
fc«fet;R 20 (w*JltS7U-iUtJ«J:i;'s-rP7 , ;-->l'A < 1~2{i<D*ilS. * h 

yws/, iwsy, iJiws/, 7tf^75/, / 
R5fc«ti;R6A<-eti^tt?ta:{c, *§fi, >*ju, x^u, nnyx HJ? 

jU^-ay^U, MJ^U/J-P* h**X 7 5/, C -| ~C 2 7JU*;U7S/, 
(C-|~C 2 7;MrJU) 75/. im&. * h^r*>*frliXh^*>T-fcy : 

fe-sa^fcy 5-8a(omsst u<ttz:^<Dfiiiais^j§^-efey ; ^^p 
7 y -jm><. '^vis&t l < ttUfa c 3 ~ c 4 etmjass^ lt i vc t sim ~ 

3ffifl)^A«Km. ffiH* L < li^^xPlS^-CfcSS^fc y 5 - 6 ft<D^gl 

ri*^ Tffiscag-efcy ; 

[<t5] 



(17) 




R 2 2, R 23, R 24, r 2 5 fc^tfR 2 6^tl^*t*b3tlC. 7km, C 

5$?/, R 1 8_ Z 1 8_^f : fi R 1 8_ Z 1 8_ Cl ~C4TJU^l/-efcy ; 
fcf£U 1 , R22, r23, R2 4jj cfc ^R2 5 (D 5* ) < D i jjl±*<7K^-e 
fcy ;R 2 2 s R 23 % r24, r 2 5 fc«fctfR 2 6 icfclfST M -JU&fc J: 

&Z 1 8A<3tei(c -O-, -S-. -S (O) 2 -- -C0 2 -> -NR2 
1_ x _ NR 21_c (O) - % -C (O) -NR 2 1-. -NR 21 -S (O 

) 2 -*fe'*- s «» 2-NR 21 -" c * t J: 

3] 

XA<NR2T?fcy ; 

R2A<*m*fcli^^u-Cfcy ; 

R 4 tMkM* **;u*fcttx*iU-Cfcy ; 

R5, Refc^^R 7 *^^?*^*^^^ : 



(18) 



[fi*jsi 4] 

R1 1 fcJctfR 1 Ztftti^ii&lLl^ tK^. *^U. x^k 7vM* &m 
, h'j7JU3j"P>^k 7vK. -hO. 75vA R 19 -0-. R 

19-s (O) R 19 ~0-C (O) R19-C (O) - % R 1 9 - 

NR2 1 -C (O) -£fcl*Rl 9 -NR2 1 -S (O) 2 ~^^>^ : ^f£L. 

ua<c-r"> vfc«fctfw*<*;hehc-Ri 2x-fc&J§£, r1 i*j 

;UKin-Cifcy : fc*£U R" 1 1 il3,fct/R 1 3 lZfcff£7 Y-JUfccfctf^PTU 

&r"| Ztfik&f::. x^;k 7^1 *&m. h'J^/u^-p/^ 

>^;uT5y*;u7H-;K 7?//f;k (y^urs/) ^^^fcii (i» 

-;H3J:^fa7U- ~2<KDtKM. / h**>, i^'X 75/, 
yW5/, i//^U75/. T-tr^UTS/s *>7/* 4HL 

;k x^;k h'j^^py^i/^fctth'j^^+p^ h^riz-esft^ttrfk-c 

2-v^p^*v^*v-5- (2--57PP7x-;u*;u7t<-jU75y ) tr 

U i» ; 

2-v^P^4ri/;U++V-5- ( 2 - > f;i/7i-J^ ) 1,7$ -JUT 5 / ) t? 
■Jv>; 

2-v^P^4r*>;U^->-5- (2. 6-s;*5 1 ;u:7x-;u:b;U7t?:=.^7'5 



(19) 

2- (2. 4-v>5^U:7x/*v) -5- (2-^PP7i-MjUf-^ 
75/) 

2- (2. 4-v>f;i-7i/^» -5- (2. 6-V^PQ7i-JW^ 
7j?-;UT5/) tf'J v> : 

2- (2. 4-i?/^U"7x/**» -5- (Z-*T)ls7 )t>#-)l, 
75/) tf'Jv>; 

2- (2. 6-y^fJI/-4-^PP7iy+'» -5- (2. G-istTJU 

2- (2->5 1 JU-4-7^P7i/+v) -5- (2-^^^^x^;U* 
;M?^>U75/) tf U i?> ; 

2- (2->f;l/-4-^PD7i/^y) -5- (2-£aD7x=j|,ftj|, 
Ttf-^7 5/) tf'Jv>; 

2- (2-*5 1 >U-4-y*PP:7i/*S/) -5- 
#-;U7 5/) tf'JS?>; 

2- (2-/Wi/^-» -5- (z-^aoyi-)Vi])V^-)VT^y 

) eui»: 

2- (2-/fji/7iy^» -5- (2. uu? 

75/) eys»; 

2- (2->fJI/7x/^«» -5- (2-**JU7x=^*Jb#=JU7S</ 

) 

2- (2-^f;i/-4-^PP7i/4'» -5- (2. 6-i/9PP7i- 
;U*;U/1?^;U75/) tf'Jy>; 

2- (2-/^U-4-^PD-7i/4r'» -5- (2. 
;U*JU/K^iJU75/) e»Jv>; 

2- (4-7PP7iy+i/) -5- (2. 6-S>/^l/7x=JUajU#=Jl/ 

75/) tr«ji»; 

2- (2->^-)U-4-7^P7x/4rv) -5- (2. 6-^PP7i 

-;u^;u^-;u75/) tf'jv>; 

2- (2-y^U-4-7;^P7x/4rv) -5- (2. 6-y^f^7t 



2- (2->Wr/+v) -5- (2. 6 - ?)\,-? x.=.)\,i)t\>i£—l\, 
75/) bf'Jv>; 

2- (2-^^;U-4-7JU^-P7i/^*» -5- (2-7JUt07i-;i/ 
2uU7f; - S / ) e>Jy>; 

2- (2. 4-^Wi/*i/) -5- (2. 6-i?^f;U7i-^*Jl 
7t<-;UT = / ) tf'J v> ; 

2- (1 --J-^JU*-*^) -5- (2 -;u£;U7t?-;uy $ /) 
tT'Jv>; 

2- (1 — J-^^U/MrS/) -5- (2. 6- f y<7 aay x-)Uij)^-JUT 

sy) v> ; 

2- (1-t7fmv) -5- (2. 6-y^f^7i-^A^-^7 
S/) t?Uv>; 

2- (2-^f^-3-eUvmv) -5- (2. 6-y^PP7i-il/ 

2- (2-pt^^-4-^7PP7i/4rv) -5- ( (3, 5-v^^;U-4 

2- (2-^f;i/-4-fDD7x-^ft-JW -5- (2-^Wl- 

2- (2->fJI/-4-^PQ7i-m- JU) -5- (2. 6-v>^;U 
7i-il/*JI/!|?-Jl/7 5/) tf'Jv>; 

2— >^a^+y^7iy-5- (2. 6-y^DD7i- >U7J ;UtK-,H>7 5 

2-V^P^VJl/75/-5- (2, 6-v>^juy x^;U*;U7t?— ;U7 5 
/) e'JS»; 

2- (2-^fJI/v7P^vit7Sy) -5- (2. 6 - v£ P P 7 1-JU 

2- (2->f^PA4y;| / 75/) -5- ( 2 ^Jt/? i=./U* JM? 
-JUTS/) tfUv>: 



(21) 

2- (2. 4 -v> f^7i -JUT 5/) -5- (2-7;U^n-7xnjU*;u 

;U7 5 / ) tf'J v> ; 

2- (2. 4-v>^;U^x-JU7S/) -5- (2-^PP7z^*j^ 

2- (2. 4-v>^^^i-JU7Sy ) -5- (2. 6-^PD7i-^ 

2- (2->f^-4-^DP7i-;i/7i-/) -5- (2. 6-^OP7 

i =;ua ;u?K-;ut s y ) tf'J v> ; 

2- (2. 4-y>fJl/7i-^7S/) -5- (2-^^U7i-;U*;U/1? 

2- (2->Wi-JI/75/) -5- (2-^^U7i-;i/73;U7K-;UT 
5/) tf'J v> ; 

2- (2-/^U7i^.;UT5/) -5- (2, 6 P P 7x=jU* JUtK 
-JUTS/) e«J v> ; 

2- (2->f;i,7i-;i,75/) -5- (2, 6 -i/^^u7i=.;u*;u?K 

2- (2, 4-y>fJl/7ir^7 5/) -5- (2. 6-^f^7i_;i, 

2- ( 2 - > 5^U- 4 - "7 P P ? x "JUT 7 5 «/ ) -5- (2->f;i,7i-;i/ 

2- (2-^f;i/-4-^PP7i-^75/) -5- (2. 
x-jU*;U#- JUT'S/) tf'J v> ; 

2- ( 2 - y tji — 4-?pp7i -jut s J ) -5- (2-^^;u7x^;u 



(22) 

cn*« 2 o ] assail** 1 e icib«<d*§j&i&£ *&pg£*rr 

, *SI**l=fclt**ttH*y ; *-*x v hm ; ; £3§14#S& 

gpjfc ; U *-7*«*** ; fc®14§lfi&& ; «fitt»M : fcAWMH&M* < 
A R D S ) ; ** ; 1 P : 7 lsJ\,*-&&& : a«tt*»ft : 7*7 * 7 
; gftttftftft ; tt* ; «**tt ; £*ft ; ; I S»** 

; I I SUM : ***** : **tf»*±fi« : TJUV/W : W : O 
f&gS ; lim«W : T^n-AttlUiiWb : B«ff ; ^*tt«fc* : *B 
77ij7 : gfejlie ; K**tt*>a y * ; **•> a : : HIV-1 

% H , v _2, H I V-3. MtfP^-f iUX (CMV) . ^7iH>f 

-5. .«*LIMWcfcl*SttttHtt'J : *-S>x h#I : ; 
S£@ ; ? K4K* ; gi1t*fcttettfl)#«fitta^ : : 
§Mft* ; 'J ^t***** : «aitH0^ : *(£1tfi*ft : jaAWR»a««# 

(ARDS) ; |» 7 :7«<f 

7* v- ; fctettfcJSifc ; BSE ; : K*R : 5 -f * : 1 

m ; II £*** ; « : ***** : : TJUy/vfT-* ; * 

* ; toffifig ; **H**m : 7fP-AttWfflft : B»« : £fBl4®fc£ 

; 'J T : SJutaS : a ; #*i/3 ***** ; fSSft ; H I 

V-1 * HI V-2. H I V-3, -fr-f M#n«>* JUX (CMV) % ■< ^7il> 
X >+F % 7tV>*;U*. ^jU***<^XlC«fc*»**fctt*tt****«>* 



(23) 



(24) 



[oooU 

*&mits TNF-a, IL-1/5, IL-6fcJ:i;/$fcl*IL-8^ 
[0002] 

<o$—u4*y-i (iL-D ts&ifmm&ttm^a (t n f — of ) it. 

& < (D&£$y& (to : 'J LPS) £fcfcmS&ffflJI&* h «W : 

[0003] 

llfiff U ; ^-vi v h£ ; #Hfg£ ; £SM±#M : ? K»>K* ; 

; ^attiisiife ; $.mvm&&im (ards) ; n.m ; * o 

iem ; ja;^^i4 ; s&ff ; ^ <<*-&im : i Mfc^tf i i rn.nm.rn : #"»J|X£ 

ItSUb^ ; *SB"?7 M T : flfclfoS ; HMUfcttS/a v*? ; Sfv a y *££lt¥ ; 3S 
l\§„ H I V— 1 » HI V-2. H I V-3, -y-T h*#D^JU* (CMV) 

. -i^yji^-fs T*fJ*j4}VK* 'onsixtnn,* (Hsv-t, hsv- 

[00 0 4] 



(25) 



K#SI-TN F-cr lx^<;ua)±^Mfeofc (Shohami etal.. J. Cereb. Blood 
FlowHetab. 14, 615 (1994)) . ttSiWimZm&Ltz&lllMJ)? "J V**f)\,X\t 
% TNF-a(DTNF-a m R N A<D Is'tjk&til LT (Feurstein et al 
Neurosci.Lett, 164, 125 (1993)) . 5? KDSfflCTN F- or 

A h*>f>S (IL-1/1, I L-6) t5£V'r : El3<<>mO)&fi£fc&?Z> ( 
Feurstein, Stroke 25 , 1481 (1994)) 0 TN F- or limbic. I I MSIJ^^I- 
tSl*X®bfr<0®®££tz?Zt1i<*l>k$tlX^Z> (Endocrinol. 130, 43-52. 1 
994fc<fctfEndocrinoL136. 1474-1481, 1995) 0 
[0005] 

T N F - a It. &Z>m<DO<( ;u*0>7-< <? ;ufc Xlf^lxlzMmt 

XK&ZtitzTNF-alt. ®&tolz&&Ltz7mm?a->lztsliZH I Vf§ 
mois^foZMlbtz (Clouse et al.. J. Immunol . 142 . 431 (1989)) „ 7— 5*? 
4)1,* bit (Lahdevirta et al.. Am. J. Med . 85, 289 (1988)) It. H I 

om&m. tf85fc£i±<&tt®Kfcit a t n f - a (D&giico^-c^ lxvz 

o 

[00 0 6] 

TNF-a(DU^U3b<±#-rSt, IL-1, I L-6fcJ:tfl L-8 
[0007] 

& ; U -5^1f Wfllifc ; «fi14Hf&& ; jfc£14B§£i§ ; fiJtAPfflRilia^^ (A 
RDS) ;$£S: 9 ; J*S14*!l§3fc ; 7±7 -f : E^SIt : S 

?$» ; 7 : 1 sfccfct; 1 1 mmmm •. #irjix£is ; &iimm%t&m 



(26) 



mmzmm^a vimmte£<t>fr< <j>&&m&<Dft&-$tz\tmm\zMi§.Lx 

HIV-K HIV-2, H I V-3^t*0)TNF-aiaWl-»L-C®S 
[0008] 

TNF-ar*>j:tfi L-ii*. mtmmM&n&xf>mm.m\z&^x®z>fra> 
®.m££tcT&oizmt>tiz> 0 mmemmt. m>m*-x* *s7,itittth4 

^fflT?ife§ (WO 9 7/1 6442; llffllZ «fe ot^A^rifflSl^^tl* 

. <ffri3zi^&&mzM+<btetKfEmit* BWUzftttZJ^isD.*) 

[0009] 

^fro«Mg14(Dg|Sfl&rt<£i:£ (Chandrasekhar et al.. Clinical Immunol I 
mmunopathol. 55. 382 (1990)) 0 J£«'J W h-T K»£lffl!ia£flil*fcK8T?l* 
, IL-lli, TNF-or <fcy&:*jfcx ho* «J v>§S$£ffi|-efc£ (Firestein. 
Am. J. Pathol . . 140. 1309 (1992)) . Jii?rSi8tSfl&-ei;}\ U 
J:t;m^a)^i&A^tf)t»tlTLx§ 0 ^-(D^Btt, -tr^E^-Og (01 : I L-8) 
<Dm§£tS£Xfttm# : ?-(DmMz£Zt0)T'$>Z (Dinarello. Eur. Cytokine Netw 
.. 5. 517-531 (1994)) „ 
[0010] 

I L-1I*$P>IC. fc-SatD^-c )\>7s<J>=? 4 -?*)■<< <?)\,teM\zt$i\xttt>fr<» 

temzmtztzvizmfrtiSo mm*. &&&&*.&mmzt$\tzH i vsm® 



(27) 



(Folks et al.. J. Immunol ., 136, 40(1985)) „ #4 h^-hlt (Beutler et 
al.. J. Immunol. , 135. 3969 (1985)) . M&M\Zt$HZ> I L- 1 (DSfUKoix 
T#^L-Ct^. /^3Xt>li (Baracos et al.. New Eng. J. Med. . 308 . 553 ( 
1983)) , ffiA£ttlc£l*«I L-1<D«:SyiCOlvC#&LTl,^o 
[00 1 1 ] 

mtgisfruovficfcivctt. i L-M$&xfTNF-ao)ffiijtK ffim$nf& 

■7'5XlztSliZ>zi : 7-7^mmM®& (CIA)) T-li, C I Ai8S§<DBir*fcl± 
^<DL x TtiJb x l- cfc^TNF-ff (DBISPfl &#IC * -a "C s Biff £ *l » 

£S<Df£ii#.J:y£Jt£:fc:o-Cl*& (Brahn et al.. Lymphoid ne Cytokine Res . 
. 11, 253 (1992)fc«fctfCooper, Clin. Exp. Immunol ., 898. 244 (1992)) „ 
[00 12] 

©T?l*<Et^3W , ffc^fclilid (ft : AW ©SPft^<D*fia>#*J*iiiSK I 
[00 13] 

Sjl*. TNF-aOT»tfcg«i* («: TNFR-5 5£fcl*TNFR-7 5) 

©**cfcj4«**4i-c^*. TNF-a©4>»i=»T*»2®#asr*, tnf- 

& (Feldmann et al.. Immunological Reviews, pp. 195-223 (1995)) „ d*iP> 
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[00 14] 

Ra f^l/Ra f Z>m<D%mi3&lzM1r*>t 
©ttfc§. Ra fgSte, PDGF, E G F„ SttFGF, hP>t*>. -f > 
*>j.»J >£fcteX>KT-U>IO£gU J&lCliv-src, v-s i sfcj:tf 
v- f msJ&i:(DllJSttgdlC(S^LrjStt<b$tlS+^— tfS-efci). Ra f 

i*. mi&mfrb&^nmsmmizts^T r a samfc-cisig-r&o *fgnaoMt£ 

Ut. R a f 4E^— Hf OMSttlC J: U BJUSISffl ft y »*. c-Raf (DfflflS U 

CDT-feSo Ra f Tl/^-tel/XflWHfctt* ■Mtolcfel**n*K:,*:4«g 

£6M^&±T?*®^fc£C£*<W&;bMc£oTt*&o iSPIfia(-J:oTRa f 

[00 15] 

IL-1. IL-6, I L-8fc«fctfTNFfc£(Dte3fc14-«M h*-f>JI<0ffl 

*l*B«-f 5*V-;UStt, #§#8*5 5 9 3 9 9 2# ; WO 93/1408 
1 ; WO 97/18626; WO 9 6/21452; WO 9 6/2 1 654 
;WO 9 6/40 1 43; WO 9 7/0587 8; WO 9 7/0 5 87 8 ( 

-5. ^(DJSgtlCffiffl^tl^S^'f 5 JT'S-jURI*. *H»» 3 929807f 

h*-r ^aftftoDM-cM^niaiftep-^ft:^*!*, wo 97/05 
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8 7 7; WO 97/05878 ; WO 97/1 6426 ; WO 97/164 
41 ;fc«fctfWO 97/1 6442 (*tl^*U SlffllC J: ott*A<*I!fllDf 

[00 16] 

WO 9 6/1 861 6fc«fctfWO 96/1 86 1 7 IZlt. 
[00 17] 

WO 9 6/2458 4*5,1:^1^5 59600 8#l:ii. Sfc£fc«fctfifc 
[00 18] 

#@#I*39 8 0652^ R399 1 O 5 7^33*^4 O 0 2 6 2 9§l: 
[00 19] 

j p 6 1 3 5 9 3 4icfi. m&m&&itim&mm<D*** i J't--e a 2mm 

mtLXO&Wufj V^it-Sto&tzmZHT^Zo gbi 1 89 1 eeizit. m 

&mm<D%m±Gm tats® t u t© e «j 5 > - 2 — r n>7 5 / a& tr >j 5; > 
[0020] 

<S8W<DINI*> 

*IEWI*. TNF-tf, IL-1/S. I L-6fc«fctf/*fcl*I L-8#aE£ 
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[002 1] 



[0022] 



[fc6] 




(I) 



3^ R 1 , R 5 . R 6 * R 7 , XfcJ:i;YttJaTlcSaO®yT?fc*o 
[0023] 

[0024] 

[0025] 
[<t7] 




(I) 
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Xfi, Os S, S (O) , S (O) 2 tt:ttNR2tfcy ;»$L<liXtt, 
CK S*f=ttNR2T?fcy : «fey»*L<ttXtt. OtfcliNR2tifelJ;it 
»*L<liXliNR2-CfetJ ; 

Ytt-C (O) -NR3R4^f c Ji_ N R4-C (O) -R 3 T?&y ; 

R 1 tt» i~4fl©7;MrJK /\a^>. /\qt;u*;Us 7i?h\ - 

hP. 75S?/. R 1 8- Z 1 8-^fc(iRl 8_ Z 1 8_ 7 ;u^ncJ:orS 
&£*lTt*-Ct&t^>?P7;Mr^ 7'J— ,/k fctt^f PT'J-^ 

»£L<iiR 1 (i» 1 ~4@(Dc -, ~c 6 7;u+;u, /\p^*>> /\py>$n 

~3©<DCi~C 6 ^a7JMr^ *s7J \ 7i>h\ - H P, 7 5 ^ , R 1 8 
-Z 1 8-$fc|iR 1 8_z 1 8_c 1 ~C 6 7^*>UC«fcoTti&£:h.T^T 

tfi^'>^D7^;k 7'J-;k ti*ai*fci*^xP7 , j— iu*e*y ; 
<*:y»*L<iiR 1 1*. i~4i£Dc 1 ~c 4 7;^k MP-y>. /\py> 

&1 ~3ffi<DC i ~C4/\D7;^k i/7 J > 7i?K, — HP, 75iV. R 
1 8_z1 8_^fc(jRl 8_z1 8_c 1 ~C 4 7^^HC«ko-CmSi$*VT 

ivcfc&i^>*P7;u*;K 7'J-Jk «miS*fctt^xP7 , J-^"e*>y ; 

fcfcU R 1 lC*Jlt<67U-;K ^fP7'J-;k P7J^J3«ktflfii 
Jg<Dfg&li1 ~3. »*L<(*1 ~2t?fcy ; YA<-NR 4 -C (O) -r3t? 

fcoTxA<o4,L<iisa>j§£, Riii2-eysi;^SJaHr-fey ; 

«fcy»*L<l±R 1 li. TfBxC(DST-fey ; 
[0026] 

Hbs] 




£0, R 2 2, r2 3^ R 2 4 % r 2 5 fcjctfR 2 6 [i^-eftfcltl^ *3i 
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„ c-|~c 4 7;Mr;k /\oy>, h'J^u^py^u. i/7/, 7i/h\ -h 

P, T = v/. R 1 8_ Z 1 8_£ fc(4R 1 8_ Z 1 8_c , ~C 4 T^4r;UT? 
fciJ:fc£U R21, R22, r23, r 2 4jjj;tf R 2 5<b^0) ! ftjt** 
*§!tT?fey ; R* 2 , R 23 . R 24 * R2 5 *J:tfR 26 l=fclt*7y--fl>* 
fc<fctf^xP7y-;US(&£tm8lliO~1T?fcy ; 

; <fcy»£L<liR2|* % TK^fctt^^UT'ifey ;gt»£L<teR 2 li*£ 

■cfcy : 

RSji, 1 ~5efl)T;U4r;U. /\P-tr>. /\P7J^k v7/. 7S? h\ - 
hP. 75vA Rl 9-Z 1 9-^fcliR 1 9 -Z 1 9 ott 
ft*4i-C^T*fit»7 , J-;U*fcl*^'rP7'J-iU'C*y ; L < (*R 3 li* 
1-56(00^067^, APfX /\py>»i ~3&a>c i ~C 6 /\ 
P7J^k *>7^ 7vh\ - HP. 7Sv/, Rl 9-Z 1 9-*fcttR 1 
9_ z 1 9-c 1 ~C 6 T;U^r;UC«*:oTS^$*fC^rtS:^7 l J-;U*fc(± 
Afn7'J-^Tf*y ; J:y»*L<l*R 3 l±. 1~5ilOC 1 ~C 6 7^ 
% AP^X /\P?>&1 ~3<KZ)C -! ~C 4 nn7il/+Jk *>7> * 7vK. 
- hP. R1 9_ Z 1 9_£f_ ttR 1 9_ Z 1 9_ Cl ~C 4 7;Mr 

;uc J: o -cm&£ *ix ott &^7 y -;u£ fc tt^x p 7 y -;ux*<fc y ; 

tztzL* R3i-fe|f-57y-;Ufe«fct;^xP7y-;KD^JStt1 »£L 
<l*1~2T?fcy ; Y*<-C (O) -NR3r4©«^ R 3 {£- N R 4 -|Cf£ 

^Lfc^Mtmis^iciat^-r^mmii^ic^L^s/. - hp, ^t/. * 

;UTt?4r ♦> t L < 1*7 ;u =i 4r v * JUS&g £*Tf -5 7 1 -)i>*>i- -p ? )1>&lH 
"Cifey : 

«fcy#£L<ttR 3 li, TIE3«(DST?fcy ; 
{0027] 

at 9} 




UttC-R 1 3£fcl*N-Cfcy : 

v*s&iSwit*ti*1xtolLiz. C-R1 2*tcl*NT-fey : 
„ h'J^;U^P>^;k S/7/* 75?h\ -HP. 7 5*;; SfcttR 1 9 -Z 1 

x^;u % mm. h'j7^tp^f;k *>7/, 7vh\ -hp, 75i? 

A R1 9-0-. R1 9-S (O) 2 -. R 1 9 -0-C (O) - R19- 
C (o) r19- N r21-c (O) -ffcttR 19 -NR2 1-S (O) 

#R 1 2 C -|~C 6 7;Mr^ /\P^X /\P>f>3&1~3 

e<DC-,~C 4 /\P7A>*;U, R3 1_ Z 3 1 -ffc|iR3 1 _ z 3 1_c-,~ 

c 4 7;Mr;u-e&y ;»*l<i*€-r 1 2iiifeii- s *§it, *^;u s x^ju s 7 
% 7 = /, y^;uTS/, v^;u75>\ 7-fe^;u7£/, 75/a^-JU 

fc>£U R 1 2 fcj:l/Rl 3 {C fcltS7'J-;Ufc«*:t;^TP7'J-^ 

=&r3 ifiibaic. Tk^s c-i ~c 4 7;u*;u. KU7;utP>m 7U— 
;u. Afnyj — ;k 7 y — ju- c 1 ~ c 4 7;u+;u^fcJi^-r p 7 u — ju- c 

■j — C 4 7^U4r^U"C&y ; &7'J-;i/fcJ:tf'^f P7'J— /Uli. 1~2<1©*K 

y 1 h+«>, 75/, >^;u7sy. s>*^;u7 5/, 7*^7 
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&Z3 1 liSfeifC. -O-, -NR 21 -. -NR2 1-C (O) -C ( 
O) -NR21-, -nr21_s (O) Z -*tzl*-S (O) 2 -NR21- 

R 4 li» 7;u*;u. 7;u>r-;k 7\pt;u*;u. /\D7JU$-=Jk 7'J 
— ;u. ^-fPT'J— 7'J— JU7JU4rJk ^fP7'J- ;u7;u+;u*f=f*R 2 

0_ Z 2 0_ 7 ;u^;u-^fclJ . ij -jUfc J:^fP7 'J -^1* 1 - 3 ®<D* 

7jua*s^ TJ^^f-t-J^ 75;, 7;u^;u7S/, e?7;u*JU7 
s/. 7;u*/-OU7S/. 7;Mwuu*-;u75/. t;u^ux;u^^-;u 

•>7/, /\Py>. 7vh\ T;U+;K /\a7^*fctt/\P7i^+i/fI 

*?£L<i*R 4 tt. c^CeT^k c 2 ~c 6 7;u$--;u. ap 

~3i©C ^CeAPTJ^k /\Pf>S[1~3fi©C2~C6A 
P7jl/{rzjk 7'J— ,Jk ^ J rP7'J— 7'J-*-Ci~C47J^k ^ 
fP7U — JU- C -j ~C 4 7JU*JU*fcl*R 20_ Z 20- C1 ~C 6 7;u*/u 

T-fcy : ^7U-^fc<tt;^P7U-JKii ~3iia>7KM. c-|~c 4 t;u 
c-, ~c 4 t;u+;u^-ju. 75/. c 1 ~c 4 7^k7?/. V 

(C 1 ~C 4 7JU+JW 75/. C t ~C 5 7;U*>''r;U7 5/. Ci~C 4 7 
;MrJI>;UU*-JU7S/, C-[~C47)l>*)l>*)l>7 4-)l>* C-|~C 4 7;U4r 

;i/x;u*-;u» (c 1 ~c 4 7;u3*v) *jU/t?=;u75/ „ (c 1 ~c 4 r;u 
*;utK-;k i/7A Apyx 72 K. c 1 ~c 4 t;u^u. /\p>f 

>&1 ~3®(DC ! ~C 4 /\P7;i/^U^fcl4/\Py>S!(1 ~3*@<DC t ~C 4 
/NPTJU3^vT*M8l$*fC^T ; tS< ; 

*y#*L<l*R 4 tt, C 1 -C 6 7^U*Jk 7'J-JK ^fP7'J- 

)W 7'J— ,>U-C -| ~C 4 7.Mr^ ^ J fP7'J— ;U-C -i ~C 4 TJU+JU*fc 
iiR2 0-z 20 -C2~c 4 7;u*;u-efey ; l7'J-;i/fcJ:l/^fP7y- 

jK*1 ~2m<J)im&. C 1 ~C 4 7;m^r-X C -| ~C 4 7/U#JU^7|-— 
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75/. c -i ~c 4 7^Mr;u75/. v (c i ~c 4 7;u*;u) 75/, 
;u7S/. /\ay*>, c-|~c 4 7;Mf-;u. MJ-7ju*p*^;u£fci*h'j:7;u 

«fcy»£L<(±R 4 f*. Ci~C 6 7^*ik 7»J-Jk ^fP7U~ 

7U— ;u-c-|~c 4 7>u*;u. ^t-p7'J— ju-c -i ~c 4 7;u^;u*fc 
iiR2 0_ Z 2 0_c2~c 4 7;u^r;u-efey ; i£7U— JUSi^fOTU- 

. 75/. *?JU75/. y/WSA ^if^7 5/. 7 

-fe^;U7 5/. /\ny>, **JU, x^U. MJ:7JM-ny*;u*fcI*MJ7JU 

#r 1 8 i*&£c:. 7;Mp;u. ap7;^w 7'J-;k ^fP7'J- 
;k 7»J— ju7JU*Ju*fci*^T-P7«j— ;u7ju^i/-cfey : mr 1 )— ;ufcJ:tf 

AfP7'JHUi, 1~3<@<D*&g. 7JUa*v. 7;U4r;U^— JK 7 5/ 
. 7.>Mh>U7 5/. v7;U*>U75/. 7JU* / JU7 5 / . T^Jl**)^- 
JU75/. 7 )\>*i-)\>7s)\,Z) 4 7)V^r)^)^—)^ T)^^>iJ)^—)^ 
7 5/, 7;U3*$/*;U*=JK *>7/. /\a^X 7i/h\ 7)\>*)\>* /\P7 

^;u*fcii/\P7jm^>T'S«**iT^r*a< ; 
#£L<te#R 1 8 i**fcfl:(^ *ftt. c 1 ~c 4 7^;u, /\py>»i~3 

!0C 1 ~C 4 /\D7^ik 7'J— ^fP7'JHk 7'J— JU-C -J ~C 

4 7;^ji'ffcii^fP7 l J-ii'-c ! ~c 4 7;u4;u*cfcy ; ^7'J-;ufcj: 

U^f P7U- /Hi 1 ~3fi<E>*&g, C 1 ~C 4 7JU^^ri/, Ct~C 4 7;U 
Z-frtt—lW 75/. C-| ~C 4 7;l^U7S/. v (C ~C A T)\>*c)\>) 
75/. C-|~C 5 7JU*/-nU75/. C t ~C 4 7;U*M'2JU*x;U7S/ 
. C 1 ~c 4 7;u^;ux;u7-fx;u % C -| ~C 4 7iMfJU*JU*x;K (Ct- 
C 4 7;U3^» *;U/|?x;U75/. (C-| ~C 4 7M>=J*v) ±)U7^-)U % v 
7/. /\ay>, 7^h\ C 1 ~C 4 7;U+;U. /SP^i/ft 1 ~ 3fi<DC 1 ~C 
4 /\P7;U^U*fcl*/\P^>Sl1 ~3<1<DC t ~C 4 /\P7;U34r*>TMl&£ 
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PT'J-^U-C-i ~C 2 T;u4r;UT*fcy : WC7 U-^fiJ:^fP7 U-JUtt 1 
~2e(D*KSs C-|~C 4 7JU=l*S>* C 1 -C 4 7^ft~ik 75/ 
, 0^047^75/, 5? (C-j~C 4 T^^U) 75/> T-b^UTS 
i/7/, /\P^X 7vh\ c •, ~c 4 7.Mr;u. h'J^^P^^U^fc 

S-z 1 siiSfeiic. -o-, -s-, -s (o) -s (o) 2 ~* -co 

2 -. -C (O) -NR21-, _ NR 21_c (O) -C (O) — N 
R21- -NR2 1 -S (O) 2-*fcl*~ s (O) 2~NR 2 1 -T-feU ; 

»*L<ii#z 1 s^jtic, -o-. -s-. -s (o) 2-- ~co 2 - 

-NR21-, -NR21-C (O) -C (O) -NR21- -NR21 

-s (o) 2-£fci*-s (o) 2-NR 2 1 -r-&y : 

#R1 9(2*titlC« TiWrJU* /\P7JU*;k 7'JHk ^fP7'J- 

ju, 7«j— ;u7JU^u*fcii^-rPT'J->uT;u4r;u-cfcy gt7«J-;ufc<fctf 
;u7S/, 7;u^ux;u7-f-;i/. 7ju*/u*ju*=jI'» 7;ua*i/*;u#=ju 

75/, 7;U3 4r*>*/M*-;K *>7/. /\Py>, 7i?h\ 7fr*)l>* nP7 
;u^*fc(i/\P7;ua+v-cm»$*fCUT : fcfi< : 
»*L<i*=&r 1 9 tt$b3:i^ ** % c 1 ~c 4 7;Mh>K /\ny>»i~3 

S0)C !~C 4 /\P7^k 7U-;k ^fP7'J-ik 7'J-^-Ci~C 

47;^^fcii^f P7U- /u-c-i ~ c 4 7;u*;ut?& y ; ^7'J-;U*JJ: 
tf/sxP7U-;uai ~3fi<D*KSs ci~c 4 7^3**x c-i~c 4 7ju 
*ju^*-;k 7=y. c 1 ~c 4 7^75/'. (C ! ~C 4 7-MrJU) 

7;A C 1 ~C 5 7;i/*7'f;i,75y, C n ~C 4 7-M^U*JU*^U75/ 

, c i ~c 4 7;MF-;u>uu7.f*-;u s c 1 ~c 4 7ju*;i>x;u;fc->i', (c-j~ 

C 4 7;U=J**» *;U7t?-;U75/. (C -i ~c 4 7;ua*S') *;U7t?-^ 
7/ , ADy>. 7S?h\ C-|~C 4 7;^U, /NP^>#1 ~3<S(0C ! ~C 
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4 /NPT;U4r;U*fctt^a^>»1 ~3<I<DC 1 ~ c 4 /\P7;m*v-eii&$ 
J: y L < tt#R 1 9 *SL C 1 ~ C 4 T JU*JK h U 7;M"P 

^ju. 7U-;u. ^fP7'J-Jk 7U— ;i>-c 1 ~c 4 7JU*;u£fci*>VT 
a7U-^-c 1 ~c 4 7^t-fey : ^7'j-;ufc«fci;^PT';-;uii 
~2<i(D;k&&» c 1 ~c 4 7;m**X ci~c 4 7^ft-;k 7£> 

, C 1 ~C 4 7iU*A'7S</, S> (C -| ~C 4 7;M^) 75^, T-b^UTS 

J. y?/. /\nyx c 1 ~c 4 t;u^u. h'j7;u^-p>^^*fciih'j7 
«*:y»*L<i*=&R 1 9 (i?*3:ic. c 1 ~c 4 t;u+;u. mj^jM-p 

T'J— ;U» AfD7'J-;k 7'J-^-C ! ~C 4 7^*f:lt^f 
07'J — JU— C -| ~C 4 7 , ;U4r;UT?fcy ; ST «J — m^fP7 U — JUI* 1 

. T-b^UTS/. *>7V. /\P^*X x^;u, h 'J 7JM~aj(?;u$ 

AfP7'J- 7i-;Mf;^fcii^fn7'J- ;u-^^;u 

75/, ^WSA y/WS/, 2/7/ * 

%s t 1 ?)^ x^u. h'J^^py^^fclih'J^^p/ h*V"C 

«-zi 9 ttiblz:ir % -o-. -s-. -s (o) -s (o) 2 ~* -co 

2~. -C (O) - % -NR21- -NR21-C (O) -C (O) — N 
R21- -NR21-S (O) 2-^fcl±-S (O) 2 "NR 2 1 "tft l J I 

ff*L<ii&zi 9 (*8d7;(c. -o-. -s (o) 2 -* -co 2 - -c (O 

) -NR21-C (O) -C (O) -NR21-, -NR21-S (O 
) 2 -£fcl*-S (O) 2 -NR 21 -T$>y ; «fcy»£L<l*«-Zl 9 tt3i£ 
IZ, -O-. -S (O) 2 ~> -O-C (O) -C (O) -NR21- 
C (O) - Jfctt-NR2 1- S (O) 2 -^*>y : 
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&R 2 0 7>U*;u. /\P7m 7M — )l>* ^xP7'J- 

. 7;mp;u75/. 97**tv7*./ + 7ju*/-ou7S/. 7jMpjux;M*x 

JU7 5 / . T;U^UX;U"7-f-;U. 7^4rJU^^*-iU, 7;UP*S/*;U#xjU 
75/. 7;UP*v*^tfx;U. v7A /NP<f>. 7v K. 7)[>*)l>* /\P7 

e©c 1 ~c 4 mp7;u*;u. 7>)—)i>+ ^fP7'jHk 7M — ju-c -j ~c 

4 TJU^U*fcli^P7U-^-C ! ~C 4 7JU^UT»fcy : ^7'J-^ifcJ: 
tfAfP7U- ;Utt1~3fi<D*&&. C ! ~C 4 7JUa4rV. c 1 ~c 4 t;u 
^W*— ;U, 7 5/. C-|~C 4 7jMr^75/. 5? (C -| ~ C 4 7;Mn>U) 

75/. Ct ~c 5 7>ua/>f;u75/, c 1 ~c 4 7;u4fju*ju*-;u7S/ 
. c -i ~c 4 7;u^r;u^;u"7-<-^ c 1 ~ c 4 7;u4rjux;u*-;u. (C-|~ 
c 4 7;up**» *;ut|?x;u7S/. (c 1 ~c 4 7^p#*» *;ut|?-;k 

7/. /\P>f>. 7vh\ C 1 ~ C 4 7^4rJU. APy>!l1 ~3®(DC t ~c 

4 /\P7;u+;u*fctt/NP'tf>»i ~3fi<oc 1 ~c 4 /\P7;up**>-eg&£ 

<*y#£L<(i#R 20 C-,~C 4 7;Mr;K 7'J-Jk ^ 

t- p 7 'J — ju. 7 y — ;u- c -i ~ c 2 7;u*;u£fcii's-r P7'J — ;u- c^c 

27;U^H**y ; ^7'J-^J:^fa7 l JHHi1 ~2f(0*SS, C -i 
~C 4 7;U3*v. C -| ~C 4 7^U4r/U5 1 3t" — JU. 75/. Ci~C 4 7;Mr;U 
75/. v <C-| ~C 4 7JMr;U) 75/. 7-fe^;U75/. /\P^>. C-|~ 

c 4 7;Mr;u. hu^^p/^u^fciih'j^^p^ h+y-effii**ito 
fD7'J — ;u. 7 'J — ;u- c -\ ~ c 2 7;u*;u*fci*^-r P7'J — ju- c 1 ~ c 

2 7;i/^fc l J ; ^7U— ;Ufc«fctf^rP7«J— -Mil ~2<IG>*&g. / h 
4rv. Xh^rv. /^U^*-^. X^Jl^tf-— JU. 75/. /^;U75/. v 
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#220^^1^ -o-, -s-. -s (o) -s (o) z -> -co 

2 -» -C (O) -NR21-. -NR2 1-C (O) -C (O) — N 
R 2 1 -NR2 1 -S (O) 2 -*fcl*-S (O) 2-NR 21 -T?fcy ; 
#£L<tt&Z 2 0 -0-^fcl±-NR2 1 -T-*y ; 

#r2 1 liifeii^ *^*fcJi7;u^ur*fe y ; L < l*R 2 1 liable. 
Tk&Sfciic-, ~c 4 7;Mr;u-e&y : <ky»*L<i*R2 1 f*3teiti=s 
fcii^^ur-fey : 

y7l^, 75A T^U^UTS^. */7/U*;U7 5 / . TJU* ^ 'Ob 7 5 J 

» T;u^ux;u^-;i/T 5 / . 75/xji/*-jk 7;^7svx;^-^ 
v7^7 5yx;ut-;k t Kp4tvt;u+;u. t;Mt 

**>7;u*;k v7/, 7yK. - hp. 7;u=i*S'*;M<^K 

T = y ^UtK— 7)l>*)l>7 5 / *;U^-;U^fctt v7-Mn>U7 5 / A 

ff£L<i*&R 5 fc<fctfR 6 f**ft&f^ 7km, Ci~c 4 7ju*jk /Npy> 

„ AQy>»1 ~3fi<DC 1 ~C4V\P7^+Jk /\P<f>»1 ~3fi<DC -, ~ 
C 4 /\P7;U=l**X C 1 ~C 4 7£^7JMrJk (C -| ~C 4 7;U*JU) 75 
y-C-i ~C 4 7<Mr;K V (C 1 ~C 4 7») 7S/-C 1 ~C 4 7;Mr 
>k 75/> C t ~C 4 7;Mr;U7S/. i? (C 1 ~C 4 7^W 75^, C 

-i ~C57;u*/-OU7£/. c t ~c 4 7;u^ux;u^-;u7sy, 7 5/ x 

;U*-,/k C -| ~ C 4 7 JU4r;U7 5 / *jU*=Jk *} ( C i ~ C 4 7/U*JU) 7 

s/x^=;k ^ilv c -i ~c 4 1 KP*->7;Mr;u, c 1 ~c 

jU/t?-;u. c 1 ~C 4 7JU3 ; tv, (C 1 ~C 4 7;t'34y) C 1 ~C 4 7^U+ 



(40) 

)l. y?y. 7vh\ -hO. *;U7tMrV. (Ci~C 4 7^3^v) *UU#= 

JU. 7 = ; rbJUtf-^ (c 1 ~c 4 7;u^u) 7S/a;u7tf-;u£*:iiS/ (c 

J:y»*L<l*#R 5 fcJ:U : R 6 l*aiCC, *3L C n ~C 4 TJU^W. MP 
MJ^M-P/^JK MJ:7;M-P/ h*V, 7 5/. C 1 ~C 4 7;Mr 
JU75/. i? (C-|~C 4 7;Mr;U) 75/, C -| ~ C 5 7;U* / -< >U7 5 / . 

K. - bo s a;u#**x (c 1 ~c 4 7;u3**» *;i/7t?-;u. 7S/*;u7tf 
-;u, (c-,~c 4 7JMf;u) 7S/*^-^*fciiv (c ^ ~c 4 7JMr>u 
) 7£/*JM?-M/T?fey ; 

&vK3L\^<iz&R5n&xj-R Q mLiL\-> x^;u. /\py> 

. HJ^U^P/^l/. h'J^l/ta^h+'A 75/, C -j ~C 2 7JMr;U7 
= v (C 1 ~C 2 7;u^U) 75/, TKiftS. / h+vf fctti h+vtfc 
y ; gt»$L<li#R 5 33«fcl/R 6 l**^*y : 

r 7 i±, TKiti, 7;u*;u. AP^x /\P7;u+;u, /\P7;m*v. 7 5/ 
7;U*JU. T)\,*c)V7 5 / 7;Mr;K i/7JI/*JU7 5 / 7JU4rA^ 75/X^ 

-;u, 7;i/*;u75/;uu*-^ s?7;Mr;u75/*jU7tx=.;u. tK 

;UX;u*-JU. 7^a^X 7^3^t*>7;U+;K *>7/, 7vh\ - HP. * 

;u7t54r-X 7;ua^>*^-;K 7£/*;utP-;k 7;Mr;u7 5/*;uK- 
;u*fciie?7;Mr;u7 5 / *;u7t?-;u-i?fc y : 
»£L<l*R 7 li* **. c 1 ~c 4 7;u4r;u, AO^X /\p^f>ai~3 

fi©C 1 ~C4/NP7Jl/^U, /\Py>S)[1 ~3fi<DC 1 ~C4/\P7Jl/3^r*> 
, C! ~C 4 75/7JU*;k (C-,~C 4 7;U*;U) 75/-C-|~C 4 7;U 
(C 1 ~C 4 7 < MrJU) 7S/-C 1 ~C 4 7^k T5/3JU*- 

Ci~c 4 7;u*;u7S/x;u^-^ e> (c -1 ~c 4 7/Mr/u) 75/ x 
;u*n;i^ *&g, ci~c 4 t Kp**>7ju*;u, frs c-,~c 4 7;u 

^r^^-— C -t ~ C 4 7)^)^)^ -f C -| ~ C 4 7^^^*- 

c 1 ~c 4 7;U3*-X (Ci~c 4 7;i'a+ , » c 1 ~c 4 7;u^u. 



(41) 

7vh\ ^hn. rt;U**v* (C i ~C 4 7JU=i**» rtJM?-;i/* 7 

5/*jM?-;u» (c -i ~c 4 7>u*;u) 7 5/*;u?tf=JU*fc(** <c-|~c 

cfey»*L<l*R 7 tts C 1 ~C 4 7>Mr;u. nayx MJ^tP 
>*;u. mj^u^p* c t ~c 4 t Kp4t*>7;u*jk c -i 

~c 4 7;m4rv. (c 1 ~C47/i/3*'» *;u/t?-;^ 75/ 

*jU7Hn;U. (C-|~C 4 7;U*JU) 75/ *JU#=JU£*:(ii? (C-|~C 4 7 
L<li=&R 7 li7K^fei>. 

[0028] 
[0029] 

U v> ; 

2 -->^p/s^i/jU^-^v-5- (2. 6-^^PP7x-;U*;U?K-^7 5 

2-*/^P^i/^d|r*>-5- (2, e-v^^JU^i-JU^iU^-^S 

2- (2. 4-v/Wi7*v) -5- (2-^nP7ilJ^;« 
75/) t?Mi?>; 

2- (2. 4-^Wiy*v) -5- (2. 6-Waa7x.-)l>l3)\' 



(42) 

2- (2. 4-y>Wi/+v) -5- l2-*Wyx—frfUU#—A> 

2- (2. 6-i/>fJU-4-^PP7i/+y) -5- (2, 

2- (2->9 1 ;U-4-7^P'7xy4r < » -5- (2->Wi-^* 

2- (2->f^-4-^na7i/ : lrv) -5- (z-Cfaozfx.—tuij)i 
/K-;u75/) tf'Jyy; 

2- (2->fJI/-4-^Pa7i/^» -5- (2-*T)\>Z>x.—)Vl3)\, 
2- -5- (2-$ □□7i-J^;^-Jl-75y 

) 

2- (2->Wi/^y) -5- (2, 6-Waa7x-)i>lJ)i>#-)\> 
75/) e«Ji?>; 

2- (2-^5 1 JU7x/^*» -5- (2-^5 : ;i/7x-^*;U7t?-^TS>' 

) e«;i?>; 

2- (2->f;l/-4-^PQ7i/4y) -5- (2. 6-V^PP7i- 
JUjJUtf-JUTS/) f'Jyy; 

2- (2->fJl,-4-7PP7iy+y) -5- (2. 6-5//Wl=. 

2- (4-^PP7i/*V) -5- (2. 6-*>*1-)U-?x.-)\,l3)l,lR-)l 
75/) tf«J$»: 

2- (2-^f;i/-4-7MP7i/+y) -5- (2. 6-i/7PP7i 

2- (2-y^-4-7jl/7|-P7xy+v) -5- (2. 6-y^f^7i 
->U* )V#-JUT 5/) tf' J v > : 

2- (2-^f;i/7i/+y) -5- (2. 6-y/f;i/7i-^^-^ 

2- (2-*5 1 ^-4-'7M,;*-Q:7xy'*i/) -5- (2-7il/*P7i-Jl- 



(43) 

2- (2. 4-v>5 1 ;U7xy'4r'» -5- (2. 6-y>f^7i-J^Jl/ 
2- (1— *-7^3Mr*» -5- (2-/?JU7x=jlrtjU|t=JI'7S./) 
2- (1 -«*JUJ-*S0 -5- (2, 6-v^OP7i-;U*;U7t?-^T 
2- (1 JUjMri/) -5- (2. 6-9*W?x.=.H,iin,#=.n,T 
2- (2-**^-3-tfV^U3MrS/) -5- (2. 6-v^PP7i-jl/ 
2- (2->f^-4-^an7i/+v) -5- ( (3, 5-v>^JU-4 
2- ( 2 - > f 4 - ^ P P 7i-JI/f t-^) -5- (2->Wi- 
2- (2->f;i/-4-^PP 7 i-^f t-JI/) -5- (2, 6-2?>^JU 
2—><7P^S/;UT5/-5- (2, 6-v9PP7i-^^-^75 
2-v^P^+v;i'7?/- 5 - (2. 6-v^fJl/7i-;^;^-^7^ 
2- (2->5 L ;Uv^P^+->JU75y ) -5- (2. 6-^PP7i-il/ 
2- (2-^^i/7P^vJl7?/) -5- (2-y^;U7i-^U*;U7t? 

-;u7sy ) eu v> ; 

2- (2, 4-v^Wi-!l/75/) -5- (2-:7;U*P:7x— JWlJU 

2- (2. 4-y>fJI/7i-JI/75/) -5- (2 -0 P P 7x=j|rftjL*|C 
-;U75 /) e'J v> ; 



(44) 



2- (2, 4- v> ^Jl^x -JUTS/) -5- (2. 6-^PP7i-^ 
2- (2->fJl/-4-^PP7i-Jb75y) -5- (2. 
2- (2. 4-V>^;U^x-JUT5/) -5- (2 ^1/7 x-jUrtjW/t? 
2- (2-^fJl/7i-^75/) -5- (2->-^;i/7i-^*;i/7K-;i/T 

2- (2->fJl<7i^75/) -5- (2. 6 - f s1 P □ 7 x-Mfrft 
WS/) tf'Jv^ ; 

2- (2->fjl/7i^75/) -5- (2, 6-y>f ;i/7ir^)l,7|? 
-;u7^y ) tf'J S?> ; 

2- (2, 4-vy^7i-JI/7S/) -5- (2. 

2- (2->f)l/-4-(7PP7i-JI/7S/) -5- (2-^fJl,7i-^ 

2- ( 2 -> 5^U- 4 -<7 P P 7 x-;U7 5 / ) -5- (2, 6-v>5^U7 

x - mi )\,# =. )\rr 5 / ) e 'j i? > ; & «fc t; 

2- (2 ->^;u-4-^ pp^x^;uT^y ) -5- (2-ywi-ji/ 

[0030] 
[003 1] 

5 (C-j-C-i 5) % «fcy»^L<tt^m»1~8 (C-,~C 8 ) , £f>lC#£ 
L<li^»1~6 (C-,~C 6 ) . ££lC#£L<!i0l3?H&1 ~4 (C t ~C 
4) . £bfc#£L<te££&l~3 (C-1-C3) % ^4,#£L<li0t£&i 

~2 (c-i~c 2 ) <Dm.m3ztzitftt$L0)7)i>*)i,&£mjtii?&o to^^uma) 
mtLxit. if^K n-^pe;k -fv^pe;k -rv 



(45) 



[003 2] 

* l < » 1 ®o>*mtf*Mmx'W.zt§it> o r i> -5 ±iht-ss l fc t n*n& 
nfcf-5. zo&ote&tomt Lxit. tHD*^f;k 1-s 2-tKP*S/ 

X^jU, 1-s 2-. 3-fc KP+S/^PtfjU. 1. 3-5?tFP^>-2-^ 
Dtfik 1. 1, 2. 3. 4. 5, 

4rv- 2 -^**>JKt£*«fc4. 
[003 3] 

tt^»2~1 5 (C 2 ~C-| 5 ) % cfcy»^L<l*^»2~8 (C 2 ~C 8 
) . <*blC#£L 2-6 (C 2 -C 6 ) % $blC»*L<f*S^»2 

-4 (C 2 -C 4 ) , Sfc(::#3:L<li8U&»2~3 (C 2 -C 3 ) (Dfi«*f= 

^PK-;^ 2-*?-)l,7u*-)\,^ 1, 4-^i/X-^t**<fci, 0 
[0034] 

ma$fciili^t?-t4-T^ffl$^i> r7jm**>j li. tr-o-j $!(&££ 

<D£?U7)i,zi*i,m0)mt^X\t. y h*~X lh*'X n-?P/K**X -r 
V^P7H4r'>. n-?h**X -TV^h^X sec-?h^X tort-? 

[0 0 3 5] 

c (o) -j s»fl>&£Si*u tr-o-j tt±i2T-sea)7;up*i/Sr*ifcy 
, rc (o) j [tii)i>ifs-)\,mxhz> e 
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[003 6] 

-O-C (O) -NH-J SUDgfcSUfcU TR-O-C (O) J it±&vmm 
©T;m+v*jU/t?^;UST-fey. 7£/gfi. TJMrik r^Mr 

[0037] 

^a^fctt^^-a-rttffl^tti) rr^^u^^-j (** tr-s-j mo>& 
£Si*u trj {*±iBT^S07;u^S-efcy. rsj (*ttjtn[?'efes. 

■eOJ^d^T^U^SO^t LTtt. J^JU^*, X^JI^*, n-^oe 
JU^*. -fV^Plf^** n-^il^*, -fV?*JWf\ sec-^JU 
5^. t e r t -^jU^sKtW**. 
[003 8] 

*34*fcliia^^1i-Tftffl$^-5 tT)l>*r)\>X)\>7<<-}\>} It. TR-S ( 

o) -j s<*>££Si*U trj ii±tBT'SScD7;mr^-efcy, rs (o) 
£LTii. *?*;uu7«r=Jk x?jitajk7.r=jK n-zfa\£)V7.)U^ ■< — 

-)\, s sec-^W/l/7^-Jk t e r t -^JUTJU^-f-JUfc^fc* 

o 

[0039] 

) 2 -J ^<z>S£&«*u rRj tt±fB^S«©T;u^»^fcys rs (o) 

^□e;LXJU*XJU, n-??****^* *f V^JUXJM*XJU, sec - 
■Jf-frXfrfc-ilt. tart -^Jl^Jl/JfrxjUfc 
[0040] 
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% 7^+»>, /\PyX TkBSS. 75/, 7vh\ -hP. v7/. /\P7^ 
TJJUtK+v. 7^3*5^*^*=^ '>^07J^k 7Jb*/-OU7 5 
/* 75K, 75v/. 7^4rvA^-JI/75/. N-7^75v/» 
7J14^7S/. i/7;Mr^7 5 / . 75/7;U*Jk 7JM?-;U7 5 / 7JU*JI/ 
. i?7;U+iU7 5/7JU^K N-7^MrJU75 h\ N. N-i?7JMrJU75 K 
, 77^3*^*^-^72/. 7JU*;i/^, 7JI*4rJI'XJI'7 4 =JI*> 7JU 

lvC*ftl*. •?-(0«fc ; 5<t7 , J— )V&(DmtLXlt. 7i-Jk o-HJJK 4- 
> h+->7i-;k 2- (tert-?t>+«» ^i-jU. 3-^^-4-/ 

h*v7i-;k 2-CF 3 -7i-;k 2-^a7i-;k 2-^pp? 

1- JU. 3--hP7i-ik 3-75/7i-;k 3-7-fe h7 5 K7i-;U 
. 2-7S/-3- (7 5/^fil) 7i-)k 6-/^;U-3-T-fe K75 h* 
7i-;k 6->f;i,-2-75/7i-Jk 6-/^-2. 3-v75/7 
HJk 2-75/-3-/-9 1 ;U7i^;k 4, 6-^^-2-75/71 
-)W 4-t KP*i/7i-Jk 3-/f ;i/-4-t KP*'>7i-;k 4- ( 

2- > h*v7i-JW 7i-Jk 2-75/-1-t7f;k 2— 

3- 75/-2-t7fik 1 -*^Jl,-3-T~S -2-+?^)^ 2. 3- 
•775/-1 -t7fJk 4. 8-v/ h4r'>-2— ^-^^^dT^feSo 

[004 1] 

J tt % 1 &±©**W^ L < (i 1 ~ 2ffij6<±IE<Z>7 «J-;u&c:<fc otIJ 
^ofc±|ET?^8©7^*^S^El*U, Mtl&IIsV)^ 2-7i= 
Jklf;k i?^<>S?;i/>^;i/. t KP+S^xZjM^U. ^f*7i-Wf 
J?7i^MfJk ^aP7i=iMfJk 4-/ \-*is7j:-n>*? i )l 

[0 0 4 2] 

L < li 1 ~ 2 <Di<±IE(D7 »J -;USlC«fc oTS#^t>o7c±ia-eS8(D7^ 
a+S'SSfcifcU 0H;lli*>vJU7Mfv. 1 2-7i^Hh^X 
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[0043] 

-C (O) -J Ma>g£S«*U Tr-o-J (i±iEr-$S©T7^=i+vST- 

fey, r-c (o) -j ii*j^-/nt-fc5. 

[0044] 

mm&tzim*i-£t>-ex&mt<hz> ry^y-oki it. tr-c (o) -j 

M<Dg£mi*U TRj li±|£t?SSOTJU4r^«T-fcy. T-C (O) -j It 

4 - y =f-i\,t* Is 'J £'A<fc 3 o 
[0045] 

#ili*fcttifl^t5ii-c^ffl^tti) rT;u*y-<^7syj it. tr-c (o 

) -NH-j SflSSsUfcU TR-c (O) -J fi±IBT-£g<7>TJU2l / -i )\> 

g-efcy. 7S/ mt. TJMrJU t'J— ;k t^MtJK v^ptjMt^ v 

[0046] 

[0047] 
[004 8] 

6 h 4 =£jgi*-f r*>y$g£j it. ><>tr PTJU^uSt L < tt 
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[0 0 4 9] 
[00 5 0] 

TJMrJUg. »$L<l*raSC-efcy. »£L<(*&i&»5~1 2 (Cs-C-, 

2 ) s J:y»*U<liftSI&5~l 0 (C 5 ~Ci 0 ) s *t>W£L<imm 

»5~7 (C 5 ~C 7 ) T'fcy, ^>yfS^*fcl*«^*S^LT^rtfi<, 

t Kn-*-7*Jk rh7t KP-*-7*;k fc Kp^t/ 'J-jk 
fh7th*at7f;k 2, 3-e/tKP-iH--f>f-;k r-tfifv^p [ 
3. 2. 1] 

[00 5 1] 

rAfai^j tte. IM6fe*l«Jlo^-rPBiW*«s-r*. 

[00 5 2] 

r«*9HS£j lis 5~6ft<D££JS«£fcli^xP7y-;U«£^P7^ 

fl;ttf -f > K-;u, -r v*/ y f h7t KP+/ y >, * * b>2?Mf 

[0053] 

»£L<I*1~4<1, J:y#*L<l*1~3«» $€>lC#*L<tt1~2fi<D^ 



J ictt* fc|ISM<&;UU*>83H* • X^tMMM KS§#ttifcJ:tf3fftMStl$a 

-5. r^^j mzit. 1 L < It 1 ~ 4®. <fc y L < li 1 ~ 3 S 

, $£>f::»£L<te1 ~2®<D&fitJI^T?(D/\P?>. 7)\>*)W 7>I>p*'X 
/MrV. ***V. T'J-JK 77;^iW ^fP7'J- ^fD7 

ji^jux)^-H7 fie <fc «B*fc *tf/*fcl* 2 «^JS^T*(D*^S 
s Tl\>*)\r. 7? Jl,Zi*(-*s1i 7)\>-h/4)\>. 7)^^i3)^—)^ 

tfitifL esn*f=Mifea)^a®^-efcy. su^MwtafPT-fcofcy^fcfi 

k^v-;u % ^Eju^y-;u. T7^iu*y-;K 4-^>vju- tf^7v>- 1 
tfay K-;k t 1 H5t Ko^i=;i.te«ktf-t*i«)^^*** 

-f KfcJ:tf;*Jl/*:/g§$#s 2. 3 -S>fc KP-f > K'J t t KP*/ y 
1. 2, 3. 4— r h7t KP-f V*/y-ik 1. 2. 3. 4-f h7 

fv+/U-Jk 2. 3-vtKa^> 4 ;7'j;k 

[00 5 4] 

m«ST?fcoT, im±. #£L<fil~4S. <fcy»*L<fii ~3<S. 



(51) 

^"tmatiimm 1 !- (c 3 ~c 4 ) A<5~6A8$«2j£LTfcy, tv-jw 

MS^7-^-4-' fJk IfaUJk i*WJJk t?US//k 3- (2-*^ 

jm eu^ju. 3- (4- hu^^pjt^ju) eus?ik t?'j sv-jk 5- 

^x-;^ ^-9-^/'j;u. W«/'JJk <f>K'JJk +y"J-Jk 5. 6. 7. 
8-fh7thWJ^ 5. 6. 7. 8-f h7tKP'fV*>"J-ik 4 

[0 0 5 5] 

-)UT)i>*)i,i it. 1 ata**!*^ l < i* i ~ 2 e*<±sr^8a)<k o 
ft^T-PT'J — ^sic «fc o ts £&:fc> o r -5 t £ itn* u 3 - •? ;u 

[0056] 
[0057] 

=boTi^±iET?S8<D7;u*;i^£Ei*-r<&. ■?•©«*: ?fc/\PT;Mr;uga>0>J 
turtt, 1. 1. 1 - h'J^JU+px^K ^no>f/k 1 -?p^if 
. ^u^p^^k i/7Jl,tP>^k h*JZ>)l,*a*¥)i,^ tfx (h'J^^U^- 

[00 5 8] 

rnswic^§t$*t*mj tit. &*<j>*mz&?z&&2tizm&mmL. 
%mmizit'u!tta<Dt<Dx-t>z> 0 mmmz&mztizm} izit. tm. 
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SAW. ?>tJI4Ki:£ ft blcBB^ft-Sfc 

0»JO)ffillco^r(i, JaTfc£tf^l/yt><D«££#JS-f & (Berge et al.. £ 
PharmSci., 66. 1 (1977)) . 
[0059] 

nmtZo *m hxjxDmtLxit. -<>*-o.<*>i (il-d,»* 

L<ttl L-1 jS. -OS— P^f4r>6 (I L — 6) % — Q^*>8 ( I 

L-8) fc'J:tfTNF, ffSL<liTNF-a (S&liJEB^- a) 

[0060] 

TTNF, IL-1, I L-6fc£tf/£fd*I L-8tf£<0£A£fctt&S 
tli, TNF, I L-i, I L-6fcJ:tf/£fcfiI L-8#. TNF, 
IL-1, I L-6fc«fctf/*fc|*I L-8g»tLtIg, SfcliTNF. I 

l— 1,1 L-6fc«fei;/$fciii l-8*<»j<&im h*-< 

fc«H£mfcf I L - 1 L < l*ttffl)b<T N Fa>*S&T?fe£g®:Kj|g 

(006 1] 

nxote&mmamtLxit. N-t Kn**>=i/\9flfe<f 5 k, N-th'n+>> 



(53) 

[00 6 2] 

*;K0ffiltLTl*. APy*>, 7;Mn>K 7\M/P**X -hP. 7>>;i> 

-f?^. 7> l-^-fe— ;i>, 9- (9-7i-;i,7;i/tu- 

Jb) % 7i*>hb-;u. Kb-JU (durenyl) #£L<li&mSI[ 
6-1 00>v$P7JU$-— ;i/T;mr^*fcl4e»i/^PT;U^rl^— ;U7JMrJU& 

©it Ltli. S/*P^*-fe=JU>*^S£*<fcSA<, z*tlc|fi^$*i^t0T 

*> % /*Ok g&'Oy-ou. ^y;k 7-fe^. h'J^^P 
T-b^U, h'J^PPT-tr^K 7$m^;i,fc£j&tfc£ 0 #gg(&;g£&£ffl^ 

<fctfi'*P7^*;UJg£W^£C,»:*<-e££o S&K, 
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v&ho mm*. TDWvmtNb&o )\,*7b&<r>miiz\*. 

[0063] 

*)l,*s*)il % h'jxf;i,i/'j;k MM V^PtfJU*>ij;u. tert-^v 
y*;u*>g;u, i/^fj^i-iii/'J/k i. 2 -ex (S^^uS'Uju) 

Etf&Ztf. zfr.i>lzmfct<tiZ>t(J)VltUi\ 7S/g£v'j;Mb-t&c<hi? 
, ^-£fcl^-S/V;U7S/gjb<l#£*i£. 75/7JU3-JUb£«!KDS''J 
;Hblc«fcoT, N, N. 0-h'JS/'JiHJ|»{**#-BZi:A<T?**. *> U ;ux- 

=i— jugirCD&lfc^lcin situT*. «x.tf^JS*Kft: ! K3*fcIi^->^b7> : E-^ 

tf. 4t4bHJ>?JU£'UJk Hitter t -^JU-^^iUi/'JJk £<b:7x 

17= K*fcl*7 5>'exX7 i ^f,<O^*lf>7 5>S§«tt:0il5t^t. 7 5 

y 8/7 5 y Hxx^ji,£fcii7 5 j Tii=*-Mtm£$t;timtm<i>%n%iz 

[00 6 4] 

i>^ABim £ mm L fc*fiHb lc <fc > 9 JUT* v* ;M<-;u&(DJlft*fia> <fc -5 fc 



(55) 



<b**u>fc^D^fc;8J*£"^ hc i *fcttMj7ju*n»»ft£©**ll 

[0 0 6 5] 
[0066] 

Ubi o] 




^rii^lcf2Kli--ri^b^a)S3iglc||LT-)SftM#lll$^Lrfc^« LfrLfe 
A<t>. *<0<fc5fc#IJIiot, «*i*fc£S©aft:<b^tf (s) (r) T?fc£ 
J:5'S1#£©2t«:<b¥^-r'S<b^«5lc@ffl-r^Zt^$«>o £<<J> 
-#<&3it*tt^ (ffl: (R) ) £*Tf *<b£fc£*Jffl L"C, 0l*.tf£iK<& 

<b£&£Si£-r * c £ t £ e 

[0067] 



(56) 



HktZZtifiXtZ* — ( Hetero-aromatic Nitrogen Compounds: Pyrr 

oles and Pyridines: Schofield, Kenneth; Plenum Press. New York. NY: (196 
7) fc«fctf A dvances in Nitrogen Heterocycles : JAI Press. Greenwich. CN: (19 

95)) iz % x&wtoitGtezm&rztvGmtzz-mts&vxfttfi&tiiZtixi* 

[0068] 

THF, DMF. DME, DMS Ofc£<Z>itgjfc)§J&«K -2 0t~1 2 O'C 
OSl&X. &g£fcl*Cu (I) ft&TlzX. 2-MP-5-- hn-tf'J v> 
JUttt (2) £S§gjfc75>, T^n-jU. 7T./—)\,-£tzit**—)i> (R 1 - 
X-H) -ejiaSLT, 2-S&-5-- hne'Ji?>S (3) 
£ (USD o /<7*;W**tL<l*7*-=fH©??«Ti:**^Tf. 
fc-&L>liT;U3-^i§S£*-C*HC I CD#£TtL<li2WH£TKS nCI 2 t' 
(3) $«iS-rSC:i:-C-hoSa)S7C^o-C. 2-1^-5-75/ fcf'JS? 
>H (4) 875/ tf'J (4) li, 7;u^U/\7-< 

KSt®«^S$fflt>T. fe£lMi*SHb*^m h U 7«b h**>* h y ^ A, 

S7cM7;u*;MblcJ:oT7JU*;MbL-C. S&75/ tf'JS»3S (5) 

ct3!»<r*#-5, (4) (5) ©ivr*ifr£. tr»je?>. DMAPftifroi 

S#STICjS«ftK/\Py>fc^ (01: R 3 C (O) ClSfel4R3c (O) B 
r) {z&vXT^Mfrthfr. fc-SlMiSJ&tLT* Sf£*» U < ItftftUM*.® 

^9Hm&.T\zMWS& (R3co 2 H) X9m?ZZtXT*/MtLX. 
&¥S!£tfLto (1) £'&Z>ZttfX2Z. %mtLX. >*/-/U±;g&*SnB 

S»2-^P : E-5-7 5/e'Ji?>Slttt:t-r'SC:t3&<T-^*o Jittfc 
£ttfcxx?ji' (-ffcfctu iS&£L-ca>i£<b**b><K ^v^t'M;i 
Tf^-f 5 K#STtfl)R 3 C0 2 H) lZ<J:oTTi>;Hb-r^Ztr-. 8ti£ (5a 
) (D2-?P^e«J*>-5-*;U**-*5 K<b£&£g£-f DMF*14 
Ott, Cu (Ac) 2 ^«* : ^ K 2 co 3 fl) ^T» (5a) 



(57) 

)i>tz±v?>)y?Z-ez>z£v. x= ov&h* <i) toit-sw&bti*. 

[0069] 

lit 1 1 ] 



X = NH, S (2) 
or 0 



(3) 



R 6 R 6 
(5) C4) 



R 6 R4 R 6 r4 

(1) (5a) 

. 6-S»-2-/\a-5--hP-tf'Ji?>SJi»: (6) £S!£-f*c 

1^M0iI«'Ei:^fflR 7 *7rtt^<Z)BniEi* (HO". RO- AcS 
- % NO" RS~fc£) Vimt&ZkT* (6) 6<lb^. *<0&<D (7) 
£«2$L (THF, DMF, DME, DMSOfc£0)®gjfc;8&(K -2 0°C~ 
1 2 0°C<D£gT!, I£$f:liCu (I) #STK"CR 1 -X-H-C«ig) » ( 
8) £»m (-ha&<D£5cfc<):tfR4|::«J: -ri.-e-a)^<3!)Sf&li» Hit 
I (##:Colbry. N. L et al. ; J. Heterocycl ic Chera. . 

21: 1521-1525 (1984); Matsumoto, Jun-ichi. etal.; J. Heterocycl ic Chem. 
. 21: 673-679 (1984)) e 



(58) 



[00 7 0] 

urn 2] 




(8) £El3fc I lz*Ltz*7&lzftvX&'\aV>ibtoi£tztemmtiLXT)l>k 
S.mZi*X. 3* (I) <D<b£&£?#£Ci:A<-C-t3. R"7 = CNG)ii^ HBr 

j&if<DKtt«i*^ffl^rsc (8) Mtfsm&tia&ftMLX. a (9) (Dgg (r? 

= C0 2 H) tTi>CtA<T*#-5o StflfcN-ftgg£ffl^-C. 5t (9) <D8S£ 
WfJk T5 Kfc£tf7;u:3-;UC^1-£Ct;&<T*#-5. ±K(DxS (9) 0 

<b£&fc«fctf0S3i{*£, @sC i (^Lfc;&&K#oT8Moy><b&£f=ii^tt 



left, R7=-CH 2 NH 2 T:fc-&5£ (8) 0Mb£1$!l£s #f^b*03§ h 'J 7* 

r&c£T?7MrJMb^&c£*<-et**\ fc£iMi2Sgj£S14<bxx^u. $ 
# §*\ fcs LM*a«j* mt* n>*-)\'X'im-t a c £ -e*ju*->nb-r & c £ 

*x f>§& 3-75/f'J v >«H*5 Sii-T -5 ZttfX'Z&c 
[007 1] 

Ib^tt (7) jcfc^rR 6 feJ:t;/^fcl*R 7 *<-/ J 3 1 ^<i:i:<DT^^l'STffc 

LT. -7 8°C~2 2°C(DSIS^N a NH 2 , Ph L i , N a Hfc£(D&i£&U: 
**M€frl\ *t7;i'*^N7'f h\ 7fl^fc h\ * h 
M-r-5CtA<T?^-S (##:Fuerst. Feustel; CHEMTECH : 10 : 693-699 (1958 
): Nishigaki. S. etal.. Chem.Pharm.Bull. : 17: 1827-1831 (1969); Kaiser. 
Edwin M. : Tetrahedron: 39: 2055-2064 (1983)) . mmtLX. Tfr*)l>&% 
j\U*f>itirZ>Z.hftX- : £. Ift/\n7JU4r-Jl«£. 7 5^1, 7^=>^X 7^ 

C0072] 

I Uz^Ltzlsmz^X. mt**\s^. 7-th-h'JJl/. DMF, 
THFfc£fl!>»J!lfc»ii+, -20°C~1 Z0°CO^X. 
«OHm?-fK»«* (10) Z&WU7S> (r3r4 NH ) f&S-r-SCi: 

g&f* (1 2) ^;1^=tL<liJ*l*<j:«l*^^LT. fc£lMi&Jji£ LT. * 



(60) 



*J>^ If ;U, DMF, DM E, DMS O&ifCDiggj&jS&tK — 

2 0°C~ 1 8 OtOSftT*. KttCu ( I ) (D^ETt L < l*!K?£T 

Zif, (13) 
[007 3] 



Mbi 3] 



a 1 1 1 



R 6_" 0 
(10) 



R« J 
(12) 



R 6 0 



ci-^n-^r 7 
(11) 



NR 3 R* 



R V 



X » NH, S 
or O 



base 



(13) 

[00 7 4] 

*NHRl R2fcJ:lMHR 3 R 4 (D7S>&ter1jfi5£;h/Cl*£rt\ fcSIM* 
(**>7/££S5cL-l\ *at57 5>^filctSCiA<ffS. 7S7 2S<D7 

;Mr;Mbfc,fctf7*>;Mb«u 3fwci*4*»n?&*. 32i£#-e^*n<D:£&£ffli* 
■c, *v)i><DT^;wmn&UT$;mT^ m 7;u*^ 

% 'sfP7'J-^ *yfP7^, 7«J— iU7^4rik ^fP7'J- ^7;Mr 



(61) 



&C£A<T?£<S> (H.Brunner. P.Hankofer. U.Holzinger. B.Treittinge 
r and H. Schoenenberger. Eur. J. Med.Chem. . 25. 35-44. 1990; M.Freiberger a 
nd R.B.Hasbrouck. J. Am. Chem. Soc. . 82. 696-698. 1960; Dornow and Fust. Ch 
em. Bar.. 87. 984. 1954; M.Kojima and J.Fujita. Bu 1 1 . Chem. Soc. Jpn. . 55. 1 
454-1459. 1982: W.Wheeler and 0.0'Bannon, Journal of Labelled Compounds 
and Radiopharmaceuticals XXXI. 306. 1992; and S.Davies. N.Garrido. 0. Ich 
ihara and I.Walters. J. Chem. Soc. . Chem. Comrnin. . 1153, 1993) „ 

[007 5] 

7;Mp;u>uu*>&3£. 7«J— juxjM^BWL &mm*)i>*^&®. ^-rn 

[00 7 6] 

^*x-x;ugS3i{*8i*, #&fciHbai-e? i *x-^i<&$i* 
^b-T-S^irl?. ffl^-T&;uU5tO£f::l*XM,7Mri/ F*lcg&-r£c:£:A<T-£ 
£. SmftS^bai-ttflX-tf. Wit**. **ii*'7ihr-MJ'7A. **V> 

*\ moMmmizit. t h Ffc«fct/v**^>£*fa>x-^ ;ms. 7* f- f u 

[0077] 

±IBa)<b^RJEtt. *|gwa)<b^<DSjg^a)S=t.i£^f«Jfflic|IL-cga*$*i 



(62) 



[007 8] 

tit. ®7a V^vVZmmK&ZLtzmz, Jn*#fi?* ttSHfcifroin vivo"? 

li. X^>V>b©^ (Svensson and Tunek. Drug Metabol ism Reviews 165 
(1988)) ti&Xf'tyH— )l><»%tt (Bundgaard. Design of Prodrugs, Elsevier 
(1985)) £#Krf&. *;U7t?+">L/- h7-*y£^*<7 Ltz*>0<DMk LXlt 
. TJt^U : *?-)l>* X^)U) . i/^P7^ (fl« : S^P^+i/JM . 

7— tfI=«t^TH§$-a--5>Ci:-ein vivot-iSISlaJllSilfc.fc^UAT^t K 
^StttJ^-B-Ct^-S (Bungaard, J. Med. Chem. 2503 (1989)) . Sbl-, -f5#V— 

JUgT?"73.£ L"Cl*£ (Bungaard. Design of Prodrugs. Elsevier (1985)) „ 
iXfJI/fc *tfx-f Jti Lt7X^ Jhtt^. EP 03 9 05 
1 (Sloan and Little. 4/11/81) \z\t. fc£gfc KP^AI^n K 

[007 9) 



(63) 



[00 8 0] 

gtsgn 

[008 1] 

[<bi 4] 




2 _ (4-^DP-2->fJI/-7iMi/) -5-75^ tf'J^>OSj£ 
SPgA : 2- (4— »PP-2-^f^-7i/^» -5-- KPfcf 1 J V> 
4— ^OP — 2->^;i/37iy — )l (101mg, 0. 71 mm o I ) £-r h 
7th*P77> (2. 1mL) CljSfrU ICTkHHt* h 'J «7 A (6 0%jJt» 
^tfcS3 1mg, 0. 7 8mmol) fcillxfco 2 2tt'3 0»|ilH8m 2- 
^PP-5-— hPtfUS?> (101mg, 0. 6 4mm o I ) £An*., KlfcH 
^^l^ftlSSiSaSELfc,, Jg&fcftiPL-C^SirU tS»NH 4 C 

C0 3 -C2|§L ^NaC I -£&&U &*N a 2 S O 4 -Cfl»*U METdil 
HSLfco 

[00 8 2] 

&|%B : 2- (4-^DP-2-^f^-7i^^» -5-75^ tf 'J v> 
2- (4— ?PD-2-/fJl'-7i/^y) -5--hPtf'Jv> (203 
mg. 0. 7 7mmo I) S9 5%X$/-^ (3mL) iCgfrL 2 0%7K& 
fc/^v*7A-g£S (50mg) fcftlx.*:,, SiCS^$*^5?HmT (40 p 

[0083] 

MS (m/z) : 2 3 4/236 (M+H) + ; C -| 2 H 1 i N 2 OC I ICO 



(64) 



tN"C0)3ilifill*2 3 4. 7„ 
[0084] 
gffig[2 

2- (4— {7DP- 2-^^-7 x/**» -5—7 5/ fcf 'J S/>Sit0)i§ 

[0085] 
[£1] 



1 1 fr 



<b6% 


MS 


2- 


(4-^DD-2-/f-;W7xy^» -5-7S7-ey$?> 


235 


2- 


(4-*DD-2, 6-W^7x/*-» -5 -7 5. 


249 


2- 


( 2 kus?>-3— f - 5 -7 ^ y - hr y 


201 


2- 


(4-7,»V*D-2-/^7x>'*i/) -5-7S7-KUS/> 


218 


2- 


(2-4V7Dttl/7i7*» -5 -7 3 


228 


2- 


(I -5-7>$. 


236 


2- 




192 


2- 


(2-^;»/7x7^» -5-7*$7-t;U^> 


200 


2- 


(2, 4-$W>l'7x/*» -5-737-KU*> 


214 


2- 


(4-fDD7i/^» -5-7$7-£U*> 


222 


2- 


-5-75 7-*y^> 


186 


2- 


( 2 -/*-;^>* D^r«>;UT S 7 ) - 5 -7% s-&)¥> 


205 


2- 




191 


2- 


(2-«**AT=»J-/) -5-7^7-K»JS?> 


199 


2- 


U-trxm-Z-ttlVr-VS) -5-737-K»JS» 


233 


2- 


(2, 4-^^;i/T-»;7) -5-757-tf'jy> 


212 


2- 


(4-^DD-2 -^1^^7x7*^) -5-7*7-t:y^> 


251 



[00 8 6] 

[0087] 
[<t1 5] 



(65) 




2- (4-^PD-2->f;i/-7i/*v) -3-*¥)V-5-TS.S — tf 

EEPgA : 2- (4— frPP-2-,*^U-:7x/4rv) -3-*^;U-5-— 

*iHb-*- HJ «t> A (6 0%aS»«-|j[ai. 08g, 2 7mmo I) 
T3@i5fe^L, 4-^PP-2->5 1 ;U^x/— (3. 50g, 24. 5mm 
ol) fl)f h7tK077> (4 0mL) »}*£*l;tfc. 2 OttRij&#L 

, 2-^PP-3-^^JI/-5-- hPtf'J v> (4. 02g, 23. 3mmo 

U IEIftX?-JUlCftfrU *s fiSftNa HC0 3-C3(eIi3d:i;fiafQNa C I "Cife 
*U Na 2 S0 4 T'Si*L, ^ETlCSJSLfco 
[00 8 8] 

RPgB:2- (4-^Da-2-/f^-7iyty) -3-y»fl>-5-r 

2- (4-^7PP-2->5 1 ;U-37i>'^rv) - 3 - / 5 -- h P tf«J 

V> (5. 8g, 20. 8m mo I) £9 5%!$/— iV (50mL) ICjgj^L 
. 2 0%7K^b/^^A-^ (3 5 0mg) £jDjL/c. 
HST (40 ps i) IZimmm'&Ltzc jSjfcS-fe^'f MMU S&ETIcSjg 

MS <m/z) : 2 4 8/250 (M+H) + ;C 1 3H 13 N 2 OCI (COl* 

xommmtz 4 8. 7 e 

[008 9] 

2- (4-^PP-2-/f;i-7i^v) -3->f;i--5-7S/-e 



(66) 



□ d - 2 - > x / -frfrb. n2%\Z7F LtzitStilZ m& Lfc. 
[0090] 
[&2] 

n 2 * 





MS 

(«/z) 




249 


6- (4-fDD-2-^f;i^7i>'^» -2-A*)ir-Z-'riS-W)i/> 


249 


6-(4-^DD-2-^?-;i/-7iy**»-2, 3-^T^y-^U^> 


250 



[00 9 1] 

[009 2] 
[<t1 6] 




N- (2- (4-$DP-2-/^l<-:7xy'^» -tfU i?>-5 — OU) 

2- (4-^DP-2-/f^-7i;*v) tf'J V> (21 1 

mg, 0. 9 0 mm o I) £tt1t/?b:/ (2. 7mL) fC&**U MJl^JU 
75> (0. 19mL, 1. 3 5mmo I ) t&Ktgfc'OVH' /U (0. 13m 
U 1. 1 2mmo I) £jQ*fc 0 5£IE£&£ 2 2 °C-C 3 BftSHStl* U f&ttN 

%NaHC0 3 7kj§^2IsI^L. N a 2 S O 4 VSSL*.L. ^EETlcglg Lfc 
• JBWfcKOlvc, 1 : t BilWA^>tt4«>U *m© 

^P7h^77^-aS$jTofc, £j*&£Sfe®tt;£LTla|J|XLt::o 
MS (m/z) : 3 3 8/340 (M + H) + ; C t 9 H t 5 N 2 0 2 C I ICO 
I^T©1IMII43 3B. 8 0 



(67) 



[00 9 3] 

nrnme 

N— (2- (4-^PP-2-yTF;U-7x/4rv) - S?>- 5 --f JU) 

[0094] 
[313] 



(68) 



m 3 % 





MS 

(n/z) 


2- (4-^DD-2-^W-7xy*«» -5- -<3-lfyyiWWW!=* 
757) 


340 


2- (4-^DD-2-^^-7xy^) -5- ((2, 6-^DD7i- 


408 


2- (4-fDD-2-^f;i/-7xy^» -5- (4-^u^;^;i^-;v 


340 


2- (4-^DO-2-^^-7x>'^» -5- ((4-^h^>7i^) 


369 


2- (4-^DD-2-^^;U-7xy^» -5- ((4-^;V7i=^) 


409 


2- (4-^DD-2-^^-7i;^» -5- (2-f-7^;v*;v7l^;v 


389 


2- (4-^DD-2-^^W-7xy^) -5- (2-^-^)Vtl)V^)V 
7*57) K«J3*> 


345 


2- (4-^nD-2-/f;i^7iy^» -5- ((3, 5-i/*m-4- 


358 


2- (4-^DO-2-^^-7xy^) -5- «5-^>V [1, 3] V 


383 


2- (4-*oo-2-^l'-7x7*$/) -5- ((5-tert-7>;»/- 

2 =}-)v- 2 h - »/— ;v— 3-^r;i/) ^utt^T^y) tu$^> 


399 


2- (4-700-2-^^-7x7*$/) -5- ((2-^W [b] ^#7 


395 


2- (4-^DD-2->>t^7iy^) -5- ((2-^h^>7x-;i/) 
1Z)VR—)V7 ^ y ) K'JS^> 


369 


2- (4-^00-2-^^-7x7^) -5- ((3, 5-$>7DD7x=. 


408 


2- (4-^OD-2-^^W-7x7^) -5- ((2, 6-$W7W7xr, 


367 


2- (4-^00-2-^^-7x7^) -5- ((2-^^;i/7x=yw) * 
;WtfcyW7 F 57) CUJ?> 


353 


2- (4-7DO-2-^^W-7x7^» -5- ((2-=^D7xn;w) * 


384 


2 - (4 -700-2 -^^-7iy^) -5- ((2 -7% h*»y7i^) 


397 



[00 9 5] 



(69) 





MS 


2- (4-7DD-2, 6->>7f-;V7iy^» -5- ((2, 

i — )]/) 7l)V7\\ — jVT^y) t';yy 


422 


2- (4— *DD-2, 6—>V^;i/7xy^» -5-((2, 6-ifjlf-JU7 


381 


2- <2-**fl/-KUS>>-3-' OM-**>) -5- ((2, 6-^DD7x 


374 ; 


2- (2-**M/-ey$;>-3— <)Vt**s) -5- ((2, 


333 


2- (2-/^l/-^»J^>-3-> f;i/*^) -5- ((2-^;W7x=,?|/) 
TJJy^h — )VT ^ / ) c'Jy/ 


319 


2- (4-7;»/*n-2-^^7xy^» -5- ((2, 6-^OD7x" 


391 


2- (4-7 )\,*u-2-*i-)\,7 -5- ((2, 6-^f;v7xr 


350 


2- {4-7)V*u-2-**)),7x.J*V) -5- ((2-^^7x^) # 


336 


2 - ( 4 -7**0 - 2 ^7 x; - 5 - (( 2 - h U 7)\,*U* 


390 


2- (4-7^D-2-^^7xy^» -5- ((2-7MD7xz;v) 


340 


2- (2— fV7o^i/7xy*>» -5- ((2, 6-^D07xn;u) 


401 


2- (2->fV7Dt;i/7xy^» -5- ((2, 6-i>*f-n&*=M 


360 


2- (2— f vroK^^xy+s-') -5- ((2-/^-;v7x=.>v) a^jjtyi' 


346 


2- (l-^7^;Ut^» -5- ((2, 6->^DD7i^V) *;w4*w^7 


409 


2- (l-*?****^) -5- ((2, 6-^^;i/7xr:;i/) •fjfrifrz.fr? 


368 


2- (l-i-73-)V**» -5- ((2-^f)l'7x^) *;i/^ryi,T5y) 


354 



[0096] 

[as] 



(70) 



{am 


MS 

(m/z) 


2- (i/^u^f-i/)\Kt^» -5- ((2, 6-^OD7x^i/) ftjksfc^i, 


365 


2- (i^o^^u***) -5- «2, e-^f^x^) *;nr^ 


324 


2- &9n'^?i'jyt*&>) -5- ((2-*nn7x^l/) fcJfcK-JVT^) 


331 


2 - (*>*D's*i/ < M-*i') - 5 - ((2 ^U7x^;v) *;V/-Prji/T £ >0 


310 


2- (2->>t^l/7xy^» -5- ((2, 6-^DD7x^) JtWttfcyi- 


373 


2- (2-pW7xV*S/) -5- ((2, 6-^fJl/7x^) rtJl/tf^W 


332 


2- (2-^^7xyi|r'» -5- ((2-^DD7x-;v) -MrfsWT 5 > ) 


339 


2- (2-/f^7xy^» -5- ((2-/f;V7x^) ij)\^=4V7^J) 


318 


2- (2, 4-^f;i'7x/'4r > » -5- ((2, 6-y^PD7x^l-) 


387 


2- (2, 4-^^V7xy^» -5- ((2, 6->7f^7x=:;P) 


346 


2- (2, 4-^^7xy^r'» -5- ((2-7DD7xz;i/) t»\rt=J\s 


353 


2- (2, 4-SW;V7xV*$/) -5- ((2-/^W7x^;V) a;i/*:=ji/ 


332 


2- (4-^DD7xy^» -5- ((2, 6-^DD7x^) 13)VX-)V 


394 


2- (4-^DD7xy^) -5- ((2, 6-^f;v7x=;u) a;t4t=Ji/ 


353 


2- (2-^^*0^*^^$-/) -5- ((2, 6-^7DD7xryp) 


378 


2- (2-^>M/$'7D>Mr^ ( H/7$7) -5- ((2-pt^l/7x-;V) 


323 



[0097] 
[3E6J 



(71) 



Ml 3 3j$6c iF 





MS 


2- {*/9W*<**/)\,7\J) -5- ((2, 6-^DD7xryi/) a;t*iixjl/ 


364 


2- {*sZws**/)V7%S) -5- ((2, 6-^/^;U7xryv) 


323 




.309 


2- (2~>^T^Uy) -5- ((2, 6-^DD7x^l/) 


372 


2- (2-^;i/7-»>y) -5- ((2, 6^fJl/7xZjl/) 
^y; cyy/ 


331 


2- {2-M*)V7-VJ) -5- ((2-^^;i/7x^i/) *;w*^uT$y) 


317 


2- (4-*DD-2-^;i/7~yy) -5- ((2, 6-^DD7x^) 


407 


2- (4-*DD-2-^;i/7-'jy) -5- ((2, 6-WfJI/7x^l/) 
7j)v*\s« — /l/y ^ y ; Cy ✓ 


366 


2- (4-*oD-2-jWif7=yy) -5- ((2-**W7:c=^) 
— )vy ^ y ) t-uyy 


3S2 


2- (2, A-itj&JVr^VS) -5- ((2, 6-^DD7xn^) 
— jvr^s) cvyy 


386 


2- (2, 4-^^;i/Tr:i;y) -5- ((2, 6-^fJl/7x^i/) 
— /I'y ^ y y XL*)yy 


345 


2- (2, 4-S?pt^U7=yy) -5- ((2-/Wi^) *,>l/tf=;i7 
; y ) £';$/>• 


331 


2- (2, 4-y/^l/7=yy) -5- ((2-^DD7x^) fc;i4i=;W7 

^y) eyj;> 


352 


2- (2, 4-sw*r— yy) -5- ((2-7;u*o7xryi/) jb;i*ii=;w 
rs/) e»;s» 


335 


2- (4-^DD-2-^f^-W7x-^) -5- ((2, 6-x^na7x 
->iu) *;i4i=>u7S>0 tr «;*>-> 


424 


2- (4-^DD-2-^J^7x_^) -5- ((2, 6-i//W7z 


383 


2- (4-^dd-2 -^f ;p-ft7 -5- ((2-Af-)vyx.-)V) 


369 



[0098] 

n- (2- (4-$np-2-*^/i/-:7i/*i/) -e«;v>-5— ou) 



(72) 

[00 9 9] 
[£7] 





MS 

(a/«) 


2- (4-^DD-2->-f;W-7xy^»-5- ((2, 6-^DD7i^) 


422 


2- (4-^UD-2-^W-7xy^)-5- ((2-^DD7zrJV) 


387 


2- (4-7nn-2-^U-7xy**»-5- ((2->Wi^) 
X=JV7KS) -3-^;u-truv> 


367 


2- (4-^DD-2-^;u-7x/*i/)-5- ((2, 6-^^7i=^V) 


332 


2- (4-*oo-2-^;w-7x,'*»-5- ((2, 6-^DD7xr;p) 
^vsltyuT^y) -4-/^;u-t'j^> 


422 


2- (4-^DD-2-^^;U-7xy^-» -5- ((2-7;KtD-6-hU 


439 


2- (4-7DD-2-^<^U-7x>'*J')-5- ((2, 4, 6-MMV7*D 


479 


2- (4-^DD-2-^^W-7xy^>)-5- ((2-^^71^^ jtWl, 


367 


2- (4-^DD-2-^;i^-7xy+i/)-5- ((2-^oo7x=jy) a* 


387 


2- (4-7DD-2-^;i/-7x>'^»-5- «2i 6-^DD7i=JI/) 

7x114^1/7$ v) -6-/*Ar-Kys?> 


422 


2- (4-^DD-2-^;P-7xy^»-5- ((2, 6-^DD7i^) 


423 


2- (4— 5>Dn-2-^l'-7x>>**»-5- ((2-7Dn7xryi/) 


388 


2- (4-7DD-2-/^;W-7x>'^»-5- ((2, 6-^^l-7i3) 


382 


2- (4-7DD-2-^P-7x>'^»-5- ((2->><^;i'7xr:;w) jfyi/ 


368 



[0 10 0] 
HfiSffH8 

[0 10 1] 
[fcl 7] 



(73) 



CI. 



V 1 ? 



O NH 2 



2-75/-N- (6- (4-^PP-2->^-7i/+v) -L°M V> 

n — (6- (4-^pa-2-^fji'-7iy*y) -if ys?>-3— fA») 

-2--hO-^>X75K (301mg. 0. 7 mmo I) $9 5%x£y — 
;U (4mL) KJSfrU 2 0%7k^b/^V^A-K^ (/<-;U7>ffll«. 5 0 

me) ^jd*. 7K^nffl§i (40 ps i) x- zmrmmz-etzo ft*&£&£u 

MS (m/z) : 3 5 3/355 (M+H) + ; C t 9 H ! 6 N 3 0 2 C I ICO 
UT0>SStfiUi3 5 3. 8. 
[0 102] 

[0 103] 
Cfcl 8] 



n— (6- (4-*np-2-/^;i/-7i>'*s/) ~eye?>~3— ow 

-2-t KP^>-'<>X7 5 KOSljg 

2- (6- (4-!7PP-2->f;V-7iy+y) - tf'J S»- 3 
Jb/t%<f*) -"7i-;Ht& (3 0 4mg, 0. 7 7mmo I ) (Df H5t KP 
77> (3. 8mL) %mz % *iHt »J (1. 0M, 3. 8mL, 
3. 8mmo I) SttJiLfco 2 2°CT* 3 OftlHtttt U fi&«NH 4 Cl7k 




(74) 



MS (m/z) : 3 5 4/356 (M + H) + ;C-,9H 15 N 2 03CllCO 

^ra>aififili*3 5 4. 8. 

[0104] 

gmsffn o 

[0 10 5] 

[<bi 9] 



%jgA : 2- (v^a^v;i/7S/) -5--hP-e'Jv> 
**<b+h»J^A (6 0%l£;ft#t5cSl . 99g. 4 9. 8mmo I) fc'Mr 
•9->T?3@&j$L, ^p/\+'>Jl75> (3. 8mL, 33. 2mmo I) <D 
Tb7tKP77> (5 0mL) g&SAl*.*:. 2 2°CT? 3 OtiM* ft* 2- 
>7PP— 5— — hP fcf'J V> (5. OOg, 31. 5mmo I ) £JD*. RffoTi 

£«3>#iMn»asELfc. »***siLTSSfcu fia«NH 4 c i 

C03"C2@, ISfQN a C I "CMU fc*N a 2 S O 4 T?Btt7K L , METlCft 
[0106] 

MB : 2- (N-y ^ P^v^- N - > ^JIT 7 57) - 5 — — h P - if l J 

MJ^A (6 0%ttMKS0. 3 8g. 9. 4 8mmo I) £^4r 
-9->-C3®3fe^L. 2- (S/^P^4rv;UT5/) -5--h-Ptf'J v> (1. 




(75) 

8 8g, 8. 5mmo I) <DS/> ?)lfc)l>J*T 5 K (2 0mL) MM£1SiZ.tzo 
2 2°CT*3 0#fa«*NlL &&m£fy£*itQLX0 o CtL. 3<yit*?)l (0. 
55mU 8. 9mmol) ZltoZtzo $S&£ 0°C*e 1 . 5 B#|!5JlB# L "Cfr b , 

2 0 0mL) T*5|ek l&filN a C I -CttttiU N a 2 S O 4 -Cll«*U J&ETIC 
^SgLTtttt&irL*:. **UzoiN"C?&iBl££2 : 1 ^+"9->/^g|x 
i 02^07 h^77^-$fi : 'of:, 
[0 107] 

ISEgC:2- (N->^P^VJI/-N->WS/) -5-75/-tf'J 
v> 

v^7P^+->;U->^;U- ( 5 _ - hp-t°'J v>-2-'f;U) -7 = > (1 
. 72g» 7. 3mmol) fcx*/-^ (8 0mL) (CjgfrU 2 0%7kffiHt 

/<7v^A-Ii (/<-;u7>ftt^ o. 5g) ;1&1&£;KiitS?Hm ( 

so P s i) vemsmwtLtzo fmztu haiai^o-c&^u a&fcjs 

MS (m/z) : 20 6 (M+H) + ; Ci 2 H -| 9 N 3 ICOt^T(DSSft^Ii2 
05. 3, 

[0 10 8] 

i 

[0 10 9] 
Hb2 0] 




2- (N- (2. 4-v/f^7i-^) -N-/W5y) -5-75Z 
2- (N-i/^P^vJl/-N->f;i/7S/) -5-7Sy-fcf'J v>Si£ 



(76) 



-5-^hPe«Ji/>A>b2- (N — (2, -N-/f 
;UT5/) - 5 -7 £ / - tf M s;>£Sij£ Lfc. 
[0 110] 

gjjggn 2 

[0 111] 



2, 6-v^DP-N- (2- (N' -*>£P'\#^JU-N' ->*JU7 5 / 

2- ( N - P ^ vJU- N - ^ ^U7 S J ) -5-75/-tf'Ji?> (2 
6m gl 0. 1 3mmo I ) <D*g-|by^U> (0. 2 5mL)J&i$lC, 
;U75> (0. 026mU 0. 18mmo I) *l:2, 
'(y/'f^P^K (3 1mg, 0. 15mmol) OJHb)tfU> (O. 1 
5m L) i§&£7]D*fco SfE;B^*2 2°C-ei 8RH8MU tS?fl N H 4 C I 
*&&£to*TKl£f$±U $b(C5^P B 11gi$Lfco *r«»£#>ftU Na 2 S 

MS (m/z) : 3 7 8/380 (M+H) + ; 9 H 2 1 N3OC I ICOI^ 
T<D^aHII43 7 7. 
[0 112] 

rnmrni 3 

2, 6-i/^PP-N- (2- (N* -/>^P^4r*>^-N* ->?7l/75/ 
[0 113] 



[<b2i] 




(77) 



imai 



MJlM 





MS 

(m/z) 


2- Ql-i'<?a's*>»]r-H-jt*-)\,7Z;) -5- ((2, 6-$>*do7x 


378 


2- (N-i Wvr^&tir-H-ttWTXJ} -5- ((2-^DD7i^V) 


344 


2- (N— >^D^>;W-N-^^7$y) -5- ((2-*1-)\,7 x=JV) 


323 


2- (N—>^D^>;i/-N-/^7'$y) -5- ((2, 6-^f;V7x 


337 


2- (2, 4-^^7x-^) -5- ((2, 6-^^7irVW) fcfV-Jtf 


359 


2- (2, 4-^W7i=JV) -5- ((2-*f-)l>yx.=Jl) %)\,i!fcL)V7 


345 


2- (2, 4-^W7x^) -5- ((2-^DD7xz^) i3)\,i$=-)\,7 


366 


2- (2, 4-is*1-)V7 -5- ((2-7;ktD7x=.;w) ij;i4tr:;w 
75 J) \ZVi?> 


349 


2- (2, 4-^^7x=;^ -5- ((2, 6-i>*oo7xr^) 


400 



[0 114] 

mmmi 4 

[0 115] 
Ub2 2] 

2- (4-^PD-2->f^-7i/#y) -5- (N->fJl75/) tf 

2- (4-^PP-2-^^/U-3'xy+v) -5-T = y e'J V> (2. 1 
5g, 9. 1 6mmo I) tib&ftMiti- h 'J A (1. 46g. 3 6. 6m 
mo I ) , titMiy 'J 't? A (1 . 27g, 9. 1 6mmo I ) % =r hv^^^Tl^ 
^-•tJA^PT'f K (6 Omg, 0. 1 8mmo I ) fe^tf hJl/X> ( 1 OmL 



(78) 



) &SftU 3 SKTClMflHtLfc. (0. 91mL. 9. 6m 

mo I) ©h;U> (5mL) ?8»£tf>o < y »X.fc. 2«t$3 5°C-C2 01$ 

MS (m/z) : 2 4 8/250 (M+H) + ; Ct 3 H t 3 N 2 OC I lZ1l\ 
[0 116] 

gasgn 5 

[0 117] 



2. 6-i^QP-N- (6- <4-$PD-2-/*^-:;x</**» -tf 
'J Vis— 3 — OU) -N->f;i-^>X75 K<Z>Sli£ 

2- (4-^DP-2-^f;i-7i/^» -5- (N-y^UTS^) tf 
•JS?> (3 2mg, 0. 13mmol) OH<b>fU> (0. 2 5mL)J§jftlC 
h«JX^;UT5> (0. 026mL, 0. 18mmo I) *l:2, 6- 

JJ^PD'O'/'f jWD^'f K (3 1mg, 0. 15mmol)(Dlfc^fU> 
(0. 1 5mL) 5§)S$»Xfc, EfS)i£fc£2 2 < fcTM 88#fiiHi&U t&*QN 

h 4 c i*^r*Ris^±L. *?>ic5^rBia^Lfz. *r«®£#)£u Na 2 

S0 4 tlK*L, METlcSJgLfco £J8)££1 : 1»8x 

MS (m/z) -.422/4 2 4 (M+H) + ; C 20 Hl 5N2°2C 1 3l- 
Ol*T<Dg§HIIi4 2 2. 
[0 118] 

HJ6011 6 



Hb2 3] 




09) 



[0 119] 
Ht2 4] 

2-^OD-N- (6- (4-^PD-2->f;i-7t/+i/) -tf«Ji?> 

2, 6-v^PP-N- (6- (A-^QQ-Z-yf^-^i^i/) -tf 
'J v>-3 — f;U) -N-^^>X75 K»JS©iS6fcH*lcLT, 2- 
(4-^QP-2-^^-7i/+v) -5- (N-*^U75/> tf»J2/> 
tZ-^DD'O^^Q^ Kfrb. 2-^OP-N- (6- (4-^PP 
-2->f^-7r/4'» — tf 'J v>- 3 — -OU) -N->f^-'<>X75 

[0 120] 
HtS^I 7 

[0121] 
[<t2 5] 




2-y^^-N- (6- (4-^PD-2-^fil-7i/^» -tf'J V> 

2. 6-V^PP-N- (6- (4-^PP-2-^5 L IU-7i/4r-» -tf 

(4—j7PP-2->5 t ;U-"7i/^r'» -5- (N ^;U7 5 / ) e«Ji» 
£ 2->fM> , /'f;^D7'f Kfrfc, 2-y^-N- (6- (4-$PP 



(80) 



K£$JSLfc„ 

CO 1 2 2] 
gjjgM 8 

[0 123] 
Kt2 6] 



2 -Eft- 5 - t v;ur s y - tr 'J V 

2 _f^-5-7 = y eUv> (1 Ommo I ) , h»JlW5> (2 0mm 
o I) £*tfqfctt1t*i (20mmo I ) ©I^y-JU^^OP^A ( 
2 5 Om L) 1 e^MLfc. fcteaftK*** K 'J 

(5 0mL) &&XS&\t*=f-Uy (5 0 0mL) T*$&8?U 3 0 #TH&&Ltzo 

m£®>£m*.mk-7?*i''5i* : £mLTi&&L* *fty^u> (2 5 0mD -e 

Sfc&Lfc. a»$«ETlcMLT, mna)2-sm-5-Tv^7 5y-e«j 

[0 12 4] 




[£9] 



(81) 



%_6_g 



R'X 


R 3 


MS 

(n/z) 


4-*DD-2-^>0'7xy'*$/ 


4-bT7x^k 


415 




3, 4-S^M^>7x:^W 


319 


4 -#DD- 2 -pWI/^xy 


2- (hU7;^D^^) 7x^ 


407 


4 -i^DD- 2 x/+y 


2, 4-i?7)V&U7x.^)V 


375 




4-*>7V7x:= > ;i' 


364 


4 -^DD- 2 -^f^7x>/ 


3- (hU7JI4"Djt?-;iA 7xz^ 


407 


4-#DD-2-^ ^1/7 xy *v 


3-y?y7x^ 


364 


4-£DO-2-^;i'7x>'*^ 


2-^-7^ 


389 


4-^DD-2-^^7xy+i/ 


2-p< h^>7xr.;i/ 


369 


4-^DD-2-^^U7xy+v 


3, 4, 5— hUy^-;W7x=ju 


429 


4-^DD-2-^^7xy+> 


4-x:hD7xrgi/ 


384 


4 - £ a d- 2 ^;i/7 x7 


3, 4-y^DD7xr;p 


408 


4-^DD-2 -^;i/7 x7+y 


5— —hD7^>— 2— f ;i/ 


374 


4-^DD-2-^^7xy^ri/ 


3-7tJ^E7xrgv 


418 


4-^DD-2-^^;i/7xy^> 




340 




2 -X h^-yt7 h- 1 — { )V 


433 


4 D D- 2 -*f-)V7 x>/ *v 


2, 3-^DD7xrJl/ 


408 


4~^DD-2-^f-;i/7xy^r>/ 


3— — hD7xr^l/ 


384 


4 — #DD— 2 — ^)iy xy 3rS/ 


6— £dd£ U K— 3— 4)1 


374 


4 -^DD- 2 —H-)V7=.J *is 


4- (M>7;i/*Dy 7xXJb 


423 




2~7;^d— 4— f K»J7;ici"Dy^-ji/) 

7x^ 


425 


4 — £ D O - 2 f-;W7 xy> ^ri/ 


2 — T-fe h+S/7xrjl/ 


397 


4-^DD-2--/^7xy^i/ 


5 — ^ w vtf^HJV—ji/— 3 — f ;i/ 


344 


2 -^^l/7xy +i/ 


2~ (7x^l^t) til k_3_vn, 


448 


4-^DD-2-^l/7x/^> 




423 


4-*DD-2-^;i>7xy^> 


1 -7i-;i/-5-7Dt;u-tT7y>- 


447 


4 D D- 2 -*J~)\s7 xy 


2-xh*S/7xX^ 


383 




3-*dd?-x>-2— <;t< 


379 


4-^DD-2-^^-;i/7xy^> 


3-7D^i>-2— 


424 


4 D D- 2 *-^7 xy> 


1- (2- (2-^;i/) Tbttlr) -3- 
^J-)\r- 5-4 )V 


399 


4 -^D D- 2 -«/^;V7xy +i/ 


3, 5-^DD7xzVl/ 


408 


4-^DD-2-y^7xy^> 


2- (7Dt:;W) \£0i?>-3-<f)l> 


414 | 


4 -*d d- 2 ^f;i/7xy^ 


2- (x?->i^r) Kij^v-a-^^ 


400 


4 -*D D- 2 -^^7xy 




419 



CO 1 2 5] 



(82) 



R'X 


R 3 


MS 

(n/z) 


4 -7 DD- 2 —jW7*J*& 


4-^U-l, 2, $-f7?7 s J-nr- 


361 


4 -7o O- 2 -**)V7 x.S*is 


l-/^;i^3- (2- (2-^^) To 


399 


4 -7 D O- 2 — .X^rt>7x74ri' 


3-7DD^>V/[b] W7x>2-{;i/ 


429 


4-^DD-2-^;W7x/^> 


4-7DD7xryw 


373 


4 -Van- 2 -^)V7x.^> 


4-^l/-2-7xryi/-l, 2, 3-h 


420 


4-7DO- 2-./*-;i'7x7**> 


[b] ^t7x>-2— 


395 


4 -7 D D- 2 —**W7*.J 


3, A-*S*W7x=& 


367 


4 -7 d d- 2 -^f;V7xy+<> 


2- (7x7*$/) eUS»-3— f> 


432 


4-7DD-2-/f-;i/7x7^> 


2- (**•;!/*#) KUS?>-3— f;i/ 


386 


4 -7 DD- 2 -^;P7x7^r>> 


5 -^U- 3 -7xr^K Vtf*W— Jl/ 
-4-^1/ 


420 


4 -7 DD- 2 -^1/7x7*^ 


4-7DD-1, 3-5WMf7\/a[3,4 
-b] \£*)S?>-3-<(]Hr 


442 


4-7DD-2-^;U7x7^ 


2 -7D D- 6 -^U^J$?>-4— O 


388 | 


4-7dd-2-^I/7x7^> 


3, 5^/WV*«hMMW* 


358 


4 -7DD- 2 —*W7x.J**/ 


1-^-7^ 


389 


4 -7DD- 2-jtf-)U7x.S*is 


2-7->l^D7x^ 


357 


4 -7 D D- 2 —*f-»t~7x.J*& 


4-70^7x^)1/ 


381 


4-700-2-^1/7x7*$/ 


4- (hU7;ktD^I/) 7xz)l, 


407 


4 -7 D D- 2 -^^-;i/7x7^r'> 


3-7;K3j-D7xryi/ 


357 j 


4 -7 DD- 2-*?vM/7x7**> 


2, 6-^7;i^tD7x^ 


375 


4-7DD-2-/^;i/7x74r^ 


2-7DD7x^)l/ 


373 


4 -7 D D- 2 -**)V7 x7 4r £/ 


3- (700^1/) 7xx^ 


387 


4-7DO-2-.X*-;i/7x7*-5/ 


4- (2- iZ-^M 7*DK)l/) 7x^1/ 


395 


4 -7 DD- 2 -^f-;V7i7^> 


3-7DD7xryi/ 


373 


4 -7 D D- 2 -*f-)V7x.S 


2-^bD7xn;i/ 


384 


4 -7 D D- 2 -*f-)V7 xy * 


3, 5-*.* Mr«>7xryv 


399 



[0 1 26] 
CS1 1] 



(83) 



R'X 


R 3 


HS 
0»/z) 


4-^DD-2-^f-;i'7xy^> 


2, 6-5'*D07x=Jl/ 


408 


4-£PD-2-^l'7x7*«> 


2, 4-$^DP7xXfl> 


408 


4-*OD-2-/*\>l/7xy*$/ 




357 


4-*PD-2-*f\>l'7x7*i/ 


4-7^-;U7x^JV 


395 


4-*OD-2-^l'7xy'4r'> 


2-^f;V7x^ 


353 


4 O D- xy 


7x^1/ 


339 i 




4-x^;i/7x=ji/ 


367 


4-^DD-2-/-?-;i'7xy^> 


2, 3-y7;^D7xn;w 


375 


4_^o D -2-^^7xy^> 


2, 6— 7^h^>7x^;i/ 


399 


4-^DD-2-^;»/7xy^> 


2, 5-77MD7xi;i/ 


375 


4-*OD-2-^l>7xy*~> 
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4- C2- C-***D TDtti/) 7xy*i/ 


4--h07xryi/ 


4- (2- (Z-Af-M Taw) 7x7*5/ 


5-n^D7^>-2 — (Jl 


4- C2- (2-^1/) 7xyir-> 


3-—h07x.=Jl 


4- (2- 7W1/) 7x7*5/ 


4- (h^jfettljt**) 7xzyi/ 


4- C2- C2-^U) 70131/) 7x7*5/ 


2-^hD7x^U 


4- (2- Q.-^M 70*31/) 7x7*5/ 


?-x>-2->fJW 


4- C2- 7*0*31/) 7x7*5/ 


3, S-V7)Vta7*=Mf 


2, 3-5W»7x7*5/ 


4-tT7x-;i/ 


2, 3-5W;i/7x7*5/ 


4-5/7V7xr^l/ 


2, 3-5W.H/7x7*:S/ 


3->777xryv 


2, 3-S?**-;i/7x7*S/ 


4-— hD7x^ 


2, 3-5WA/7x7*5/ 


5 -— h D777- 2 — 1)V 


2, 3-SW;V7x7*5/ 


3-— hD7xryi/ 


2, 2-W?)V7x.J*i/ 


4- (hU7;kTD^^) 7xzyi/ 


2, 3-iW;i/7x7*5/ 


2-r.hD7x^7l/ 


2, 3-5W.JI/7x7*5/ 


*-x>-2— r;i/ 


2, 


3, 5-5^7;v*D7xryv 


3, 5— (£7— 2— TtJb^U) 7xy+y 


4— tT7xryw 


3, 5- (£7-2 -713131/) 7iy^ 


4->777x^b 


3, 5- (K7-2-70131/) 7xy+y 


3-5/7'77xr > ;i/ 


3, 5- (e7-2-7"Dt3I/) 7x7+y 


4-xt»D7x=yi, 


3, 5- (tT7- 2 -7*0131/) 7x7*> 


5-nhD7v>-2— r;u 


3, 5- (tr7-2-7Ot3l0 7x7*5/ 


3-xhD7xX/V 


3, 5- QZ7.-2-7XI&1) 7x7*y 


4- (h'J7;krD^I/) 7x3 


3, 5- (K7-2-7tltyb) 7x/*i/ 


2-nhD7xryi/ 


3, 5- 0i7-2-7Ot3l<) 7x7*5/ 




3, 5- (£7-2-70131/) 7x7*5/ 


3, 5-i/7;u^D7x^;v 



[0206] 
C^9 0] 



(162) 



M7: 


m% 


R'X 


R 3 


3- h •J7;^D^^i/7xy*i/ 


4-hT7x-;i, j 


3 - MJ 7WD/^7iy 


4->7;7x^l/ 




3->7^7xz;i, 


3 - h U 7;i/*D^f;P7i>' 


4-— hD7x^ 


3-h V7Mtu*f-W7x.j 


5-^hD7^>-2 — ()l 


3- h V7Mtu*?-)\,7x.J*i/ 


3-— h07x=.;w 


3 - h »; 7;^d^ 


4- (h'j7;i/*O^^W) 7xn;v, 


3 - h '^MD^f^xy+i' 




3-h U7MD^^7xy^> 




3 - Dpt x y 


3, 5-^7;V*D7x^ 


2, 6-^DD7xy^> 


4-t7x-;v 


2, 6-y^DD7xy^ 


4-J/7/7x-;i/ 


2, 6-^DD7xy^-J/ 


3->7y7i^l/ 


2, 6-^DD7xy^> 


4-^hD7x^ 


2, 6-^DD7xy+J/ 


5-— hD7v>-2-'f;i/ 


2, 6-^D07x>/*-> 


3-^hD7x^.;i/ [ 


2, 6-^DD7xyJ|r«> 


4 - ( h y y^uM-^v) 7x-;i/ | 


2, 6-^DD7x7*'> 


2-zhD7x^ 


2, 6-^DD7x>/^> 


f-i>-2— {JV 


2, 6-^^DD7xy^rS/ 


3, 5-J?7WD7xz;i/ | 


2, 4 007x^*2/ 


4-K7xr;i, j 


2, 4-5/^OD7x/'^ 


4-^7x-^ 


2, 4->^DD7x>'^> 




2, 4-^OD7x>'^ri/ 




2, 4-^DD7xy^> 




2, 4-^DD7xy^> 


3-—YX3V 3L=.)]/ 


2, 4-^DD7xy*i/ 


4- (hU7;i/^-O^^U) 7xryi/ 


2, 4-^BD7x>'*'> 


2-r.hD7x-;i/ 


2, 4-^OD7xy^> 


^x>-2— Ol/ 


2, 4-^OD7xy^> 


3, 5-y7J^D7x^ 



[02 07] 
[319 1] 



(163) 



n 1 v 
R l A 


1-4 3 

R 3 




4-lf7x— ;i/ 


4 — # D D— 3 — > *JV7 xy + V 


4- x >7V7xrvi/ 


4— i'DD- 3—^-^1/7 xy^rv 


3— v7V7x:=^l/ 


4-#DP-3— ^Jl^x^S/ 


4-~hP7x^JU 


4 - * O D - 3 - ^-)VP x y * 5/ 


5 h D 7-5 >- 2 -* f )V 


4 -^DD- 3 -*3-)V7xS 


3~— hP7xzyi, 


4 D D- 3 -J ^)iy x; 


2-~hP7x:=Jl/ 


4 - D- 3 -*1~)V7z-J **/ 




4 -*DD- 3 -^f^7x^ 


3, 5-^7;ktD7xn;i/ 


4-^dd-2-^ D^PS/;i/7 x y 


4-t:7x-;i/ 


4 D- 2 -*>^ D^>;i/7xy ^> 


4—>Ty7x^ 


4-#OD-2-^D>\*:^i/7xy^> 


3-$/7V7x:^l/ 


4-£DD-2-^D^$/;K7x7*>' 


4-— hD7x^l/ 


4 D D- 2 - J/^ D^i/;U7 aiy ^ri/ 


S-nhD7^>-2— >f;i> 


4-#OD-2->'# P^r S/;i/7 x J 


3-— hD7x^b 


4— ^DP-2— V^P^p^;b7xy^> 


4- (hU7;i/#n^;i/) 7x-;i/ 


4~#PP- 2 -^D^>;i/7xy 


2-— hD7x^M/ 


4 -^DD- 2 -i/^?U^i/)V7^J^i/ 


^■x>-2->f;i/ 




3, 5-i^7;i^D7xr:;i/ 


4-yoD-j, b — v>7Vl/y i/^y 


4-C7X-J1/ 


4-*OD-3, 5-S^?-;i/7x7*~> 


4-*>7V7x^ 


4-7DO-3, 5-^-^1/7x7*^ 




4-?DD-3, S-SA^l^xy*}' 




4-*PD-3, S-JW^x,^ 




4-7DO-3, S-^f^i^^ 


3-— hD7x^yi/ 


4-7DD-3, 5-SW;k7x7*S/ 


4- (hU7;W*D^I/) 7x^1/ 


4-*OD-3, S-SW^xy^ 


2--=.hD7xzyi/ 


4-^DD-3, S-?*?-)l>7x.;**/ 




4-7DD-3, 5-^/^1/7 1/^> 


3, 5-v7;U^D7i^Jl/ 
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(164) 



R'X 


R 3 






K'JK-3— 










4-— KD7xryw 




5--hD7^>-2-'f;i/ 


KUK-3-- 


3-— hD7xr.;w ; 




2-^hD7xrju 


F- 3 


*-x>-2— 


try F-3-' UVX**s 


3, 5-^7MD7x-;i/ 




4-tT7x-;U 




4->7y'7l^ 


4- 70^7x7*^ 


3-$/7V7x=M/ 


4-7d ; e7x7*s/ 


4-— bD7x-;W 


4-7 , d^7x7**> 


5--h07v>-2--Ol/ 


4-7D^7x7*J/ 


3--hD7x^l/ 


4-70^7x7*$/ 


4- (M^tcTD^?^) 7xn;i/ 




2--hD7x-A 


4-70^7x7*^ 




4-70^7x7*^ 


3, 5-S?7;ktD7x— ;w 



[0 2 09] 
[£9 3] 



(165) 



R'X 


R a 


4-^DD-2-^f;i/7x-;W 






2- (4-^DD7x-;W) tf»;j;>_3_ 


4 -£DD- 2 -^f-Wi^W 


2, 6-^^71^ 


4 -2 DD- 2 -*5-)V7 x.=J\ff"i 


2, 5-^h^>7xryi/ 


4-^0-2-^^7x^1^-3- 


2, 5-$>*ooey$;>-3— op 


4 DO- 2 --^l^xrjl^- 


2-*DO-6-* Y*i/W)V>-4 — < )V 


4-7Dn-2-/^;b7x-Jl^^- 


2, 3-^DDtryi?>- 5-4)1 


4 -2 D D - 2 -M-)\r7 


i -f-7^;i/ 


4-2X1X1-2 -^)V7 ?--)Vf-% 


2, 4-S>* h^->7i^ j 




3, (Fy7;U3fDpt^-;i/7x-;i/) 


4-2UU-2- *=f-)V7z-=J\rf~* 


2- (4-^DD7x7^» l*ys»-3— f 


A -2X1X1-2 -/■■?)U7x.=Jlrf-# 


^7MD7x-;i' 


\->?XiXi-2- *=f-)VT-*) J 


4-^>f-;i/7xr.;b 


4-2uxi-2-*=J-)V7-V; 


2- (4-7dd7x-;u?-3-) k^'J-7>-3- 


4 —2X1X1 — 2 —J>3-)V?—*) 7 


2, 6-^f;V7xz;i/ 


4 -7 D D - 2 - ^ 1-)V7— U 7 


2, 5-^ h^ri/7xr:;i/ 


4 d d- 2 -jif-AT— y 7 


2, 5-^DDhryj;>-3— f;i/ 


4_^ D p_2-^;i,7-y> 


2-7dd-6-^ h^>brys;>-4— 


4-^DD-2-^;uT-yy 


2, 3-^DDtry^>-5—f;b 


4—2X1X1— 2 -jlJ-JVT- U 7 


1-7^7^1/ 


4 -£> DD- 2 'J 7 


2, 4-^f^>7xr;i/ 


4-7dd- 2 y y 


3, (hy7^D^^7x^) 


4 -*D D- 2 -*?-)V7- y 7 


2- ( 4 O D7 x/*i/) K y 7>- 3 ;i/ 


4—2X3X1—2 -A3-)VT- »J 7 


^>^7;utD7xr.;i/ 



[02 10] 

HfSflM 9 

[02 11] 
[<fc2 7] 




6- (J1&-7S/) -N-S^-i]^>T= K^^J$C0-fi§^^IIll 



(166) 



6-^PP-3f>''f^P7'f K (1. 76g, 10. Ommo I ) (DflfcTK 
JS^f l/> (1 OmL) giiSl;, 75> (R3R4NH) (10. Ommo 

1 ) SKI- h'jx^;U7 = > (1 . 7mU 12. 2mmo I) JjSTL 

tz. Bar-4o»p H i«j*m, s^&^t^u^-e^sau iMign*^ 

t&fc&BkKIH- h 'J ^ A7k^fcfc£tf7KT-ifc$ U 858+ h 'J ^AT-Hfc* U & 
ETl::£igLT&®£-t!-C. f5rM<&-P^>75 K£*#fc. 
[02 12] 

6-^PP-N-o-h'J^-af>7? K: MS (m/z) : 2 4 7/249 
(M + H) + ; Ci 3H-, -, C I -| N 2 O -, (DHHfe 2 4 6 . 5 0 
6-^OP-N- (2-7il/tP7i-;W -3f >75 K: MS (m/z) : 

2 5 1/2 53 (M+H) + ;C 12 H 8 CI t F ! N 2 O -| (DSitfil 2 5 0 . 
7. 

6-^OP-N- (2. 6- v>^;U^x-;U) zaf>75K:MS (m/z 
) : 2 6 1/2 6 3 (M+H) +;C 14 H 13 CI 1 N 2 0 -j 6 O 

. 7. 

6-^PP-N- (2-7i^i/7i-W raf>75K:MS (m/z) 
: 3 2 5/3 2 7 (M + H) + : C -| 8 H -j 3 C I i N 2 O i <DJli&fiS3 2 4. 
8. 

6-^Pa-N-7i-Jl,-3f>7;h':MS (m/z) : 233/235 ( 
M+H) + ; C-i 2 H 8 C I -i N 2 O 1 (0aiHi232. 7 0 
6-7PP-N- (2. 4-/7^D7i-;i,) -Pf>75 K : MS (m/ 
z) : 269/271 (M+H) + ; Ci 2 H 7 C I i F 2 N 2 O i OSSafil 2 
68. 6. 

6-^PP-N- (2. S-^VT'PlfJ^i-JW -3f>7=K:MS ( 
m/z) : 3 1 7/3 1 9 (M + H) + :C 18 H 2 lCli N 2 O -, (DJIIifif 

3 16. 8 o 

6-/7 PP-N- (4-/7 p P37 X -N->f;i/-3f>75K:MS ( 

m/z) : 2 8 1/283 (M+H) + ; C 13 H 10 CI 2 N 2 O 1 <D33Hfit 



(167) 



28 1. 1, 

6-^PP-N- (2. 4-^ z 3 f>75K:MS (m/ 

z) : 2 93/2 9 5 (M+H) + ;Ci 4 H 1 3CI i N 2 O 3 <0JiiHil2 9 
2. 7» 

6-^OP-N- (3-* h**/7x-)[,) zaf>75K:MS (m/z) : 
2 6 3/2 6 5 (M+H) + ;Ci 3 H 11 CI -| N 2 O 2 ©SSraffi 2 6 2. 7 

o 

6— J7PO-N- (4-/ h*'>7i^H -□f>7? K : MS (m/z) : 
2 6 3/265 (M+H) + ;C 13 H 11 CI 1 N 2 02©ISIffi2 6 2. 7 

o 

6-^PP-N- (2-/ h^>7i-W zaf>75K:MS (m/z) : 
2 6 3/265 (M+H) + ;C 13 H 11 CI -| N 2 O 2 <7)JIliHiI 2 62. 7 

o 

6-^PP-N->fJl/-N-7i-;i'-a5 : >75K:MS (m/z) : 2 4 
7/249 (M + H) + ;C 13 H 11 CI -| N 2 0 -j fl>Jig&fii2 4 6. 7 D 
N-^>y/l/-6-7PP-3f >75 K : MS (m/z) : 247/249 ( 
M + H) ! C 1 3 H 1 1 C I iN 2 0-j OSiifil2 4 6. 7. 
[02 13] 

fg|%B:6- -N-l^-3f>75 KgggftHfeflWl 

6-7PP-N-t|ft-Pf>75 K (1 2. 5mmo I ) £7 5> (R 1 N 
H 2 ^fcttR 1 N H C H 3) (20mmo I ) ©X^- "J a— ;U (50mL 
) £fcl*t?'J$» (7;Mr^75>Jf) (5 0mL) 1 4 0°C-C2 0 

i, 2 5 0mD -e#&L, S/y*yiH*iiLraiiL, i&*aa>iSfc>^u> 

/**/— JU (9:1, 2 5 0mL) Tf&^Lfc. METICSJSLT, f9rM<D6 
- (SfiS-TSy) -N-tjft-Pf>75K^fc. 
[0 2 14] 

±IE-fiSW¥JISlc5£oT, 6-^PP-N-Sj|-3f>75 h'MtllJ 

&7s>*&, ms~i iai=*Lfcfc^**»tLfc. 
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[0 2 15] 
[£94] 



R 3 


R 1 


MS 

(u/z) 


o- h V)V 




303 ! 






317 




4-^an-2-^^;i/7 


352 [ 




2-7MD7x-;i/ 


321 


o-MJ;i> 




321 


o-hU;i/ 


4-7MD7iz;V 


321 


o-MI/W 


2, 4-^7;i/5fD7ai^;i/ 


339 


o-bVfr 


h+->7x-;i/ 


333 


o-bV)V 


3-/ h+>>7x-^ 


333 




4->h^7x^ 


333 


o-YV)V 


2, 4-^h*«>:7x.-;v 


363 




2-7x7+'>7xz;i/ 


395 




3-7x7^>7x-;P 


395 


o-MJ* 


4-7x/*<>7x^ 


395 




4-t7x-;i/ 


379 


o-MJ;v 


4-^l/7x^ 


393 


o-HJ>w 




387 






309 




2-^;i'S'7D^^ 


323 


o-HJ;i/ 




323 


o-hu;w 




343 






492 




[0 2 16] 
[$9 5] 



(169) 



1 


1 8aS$rc$ 


R 3 




MS 

(m/z) 






307 






321 


2-7MD7i-^ 


4-^dd-2-t!^;u7x-;v 


356 


2-7MP7i^ 




325 


2-7Jl/*P7i^ 




325 


2-7MD7x-;b 


4-7WD7xn;b 


325 


2-7MD7xr;i/ 


2, 4-i>y)ltU7x.—)V 


343 


2«7MD7x-;V 




337 


2»7WD7xZJl/ 




337 






337 


2-7^D7x-;i/ 


2, 4->7l>*J'7x3 


367 


2-7MD7x-;b 


2-7xy^7x=;v 


399 


2-7;i/^P7xr.;i/ 


3-7xy+y7i^ 


399 


2-7MD7x-;i/ 


4-7x7*J'7x-;i' 


399 


2-7;WD7x-;i/ 




383 


2-7MD7xz;i/ 


4-^>v*;i/7x-;i/ 


397 


2-7MD7x^l/ 


4- (MJ7JW*D/ 7x^ 


391 






313 


2-7WD7x^;V 


2 ->t^S/^D^'>^ 


327 


2-7MD7x-Jl/ 




327 


2-7^D7x^V 




347 


2-7;^D7x-;i/ 




395 
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(170) 



% 




R 3 


R 1 


MS 
(d/z) 


2, G-i/tl-JWx.-Jl 




317 


2, 6-V*W7x=-)\> 




331 


2, 6-V*W7*=-)\> 


4-^DD-2-/f;i/7x-Jl/ J 


366 


2, 6-9*f-)V7xZA 


2-7MD7xz;i/ 


335 


2, 6-^^7i^|/ 


3-7MD7i^l/ 


335 


2, e-S^^l^xrJU 


4-7MD7i-Jl/ 


335 


2, 6-S^*\N/7x-;i/ 


2, 4-'77^D7x^V 


353 


2, 6-^f-;U7x^;i/ 


2-^b^>7x=:;i/ 


347 


2, 6-J?^^7xryi/ 


3-^b^>7x^;i/ 


347 


2, 6-^^1/7 x=JU 


4-* h^7x^ 


347 


2, 6-^f-;i/7xryi/ 


2, 4-^^i/7x^ 


377 


2, 6->^^-;U7x^;i/ 


2-7x7=lr>>7x^ 


409 


2, 6-5?**-;K7xryw 


3-7iy+y7x-;i/ 


409 


2, 6-^^71^ 


4-7x^^5/7x^1/ 


409 


2, 6-y/^7x=yw 


4-K7x-;i' 


393 


2, 6-y>f^7i^ 


4-^>S?;i/7xryi/ 


407 


2, 6-^7^71^1 


4- (HJ7;i/tfO,rf h**/) 7x^ 


401 


2, 6-S?^^;W7x-;i/ 




323 


2, 6-i?**-fr7x.=Jlr 




337 


2, 6-^/^7xr:;i/ 




667 


2, 6-^^7ir/l/ 




357 


2, 6-i/^^7i^l/ 


2-V*/9U~Jri/)\, 


406 



[0 2 18] 
[319 7] 



(171) 



n 


18 JEScc* 


R 3 


R" 


MS 

(n/z) 


2-7xy*i/7x^ )\> 


7xrjV 


381 


2-7i/^>7i-J1/ 




395 




4-7DD-2-/f-;W7x=.;i/ 


430 


2-7x7*J'7xr: < 0/ 


2-7WD7x-;V 


399 


2-7iy+i/7x^l/ 


3-7WD7x=^ 


399 


2-7x7^71-^ 


4-7MU7x-;i/ 


399 


2-7xy*->7x— ;u 


2, 4-S?7MD7xz;i/ 


417 


2-7i;+y7x-;i/ 


2-^h^7xn;i/ 


411 


2-7xy^>7x-^ 


3-* h**/7xrjl/ 


411 


2-7x^+<>7x.-^ 


4-^ h^>7x^l/ 


411 


2-7x7*J/7x^ 


2, 4-^h^>7xrjV 


441 


2-7x7*'>7x-;i' 


2-7x7^>7x-;V 


473 


2-7x7*J/7x-^ 


3-7x7^>7xn;i/ 


473 


2-7x/^v7x-;U 


4-7x7dF->7x-;p 


473 


2-7x7*>>7x-;i' 


4-K7xZJl/ 


457 


2-7x/^7x-;V 


4-^>i?;b7x-;u 


472 


2-7x7+^7x-;U 


4 - ( h y 7;w^p ^ h 7 x^;i/ 


465 


2-7x7+>>7x-^ 




387 


2-7iy+y7x^ 


2-/f-;i/'>7D's4rx;W 


401 


2-7x7^y7xr;i, 


^0^7^ 


401 


2-7x7+i/7x=.;i/ 




421 


2-7x74r^7xn;i/ 




470 
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R 3 


R 1 


MS 
(n/z) 




7x-;v 


289 






303 




4-^DD-2-^^7x^ 


338 




2-7MD7iZ^ 


307 


7x^;u 


3-7;M-D7xr.;w 


307 




4-7;i^tD7xr.;w 


307 




2, 4-y7MD7x-Jl, 


325 




2-^ h^>7x-;u 


319 


7i^ 


3-/ h+S/7xr:;i/ 


319 


7i-il/ 


4-/h^>7x=.;i/ 


319 


7xrJU 


2, 4-^ h^>7i^ 


349 


7xn;u 


2-7x7^rJ/7x-;i/ 


381 


7i^ 


3-7x7^>7x^ 


381 


7i-Jb 


4-7x7^ri/7xzi;i/ 


381 


71-Jb 




365 


7x^ 


4-^>i/;W7xr.;W 


379 


7i-Jl/ 


4- (hU7;i/*D^ 7i=.JP 


373 


7i^ 




295 


7x=Jl/ 




309 


7i^ 




309 


7x=.JU 




329 


7i-;i/ 




377 



[02 20] 
[^99] 



(173) 



R 3 




MS 
wz) 
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75/) e«Jv> : 

2- (2->f;i/-4-7^tP7i/+«» -5- (2, 6-^DP7i 
-i\,-h}\,-&—)\,7 5 / ) euv>; 

2- (2->fjl,-4-^tP7i^v) -5- (2. 

;b/H-;u7 s / ) tf y i? > ; 

2- (2->fJl,-4-^tP7i/*v) -5- (2-7;U^"P37i-;u 
2- (2, 4-^Wi/+*x) -5- (2, 6-^Wi-M;i, 

2- (i — f-^^M-*^) -5- (2 ^;u^ x -;u^;u^-;U7 5 / ) 

2- -5- (2. 6-v^7PP7x-;U*;U^;U7 

5/) tf'Jv>; 

2- (2-y^;u-3-tfu^M-**>) -5- (2. 6-;7pp7i_;i, 

2- (2->f;i,-4-7Pn7i/^» -5- ( (3. 5-i>y^;u-4 
— rv^-*-9-i/y;u) a^M^urs/) tryv> : 

2 - P v;U7 5 / - 5 - (2. 6 - □ □ 7 x -;u^;ut^- 5 

/) trys?> : 

2 - v£ P ^iy)VT S / - 5 - (2. 6 ^7i-^*^_;i,7 5 

/) trys?> : 
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2- (2->?JU*>? P^V^TS/) -5- (2. 6-^<ponyx—)V 

2- (2->f^>f □'N^TS/) -5- (2-*^U:7x=.;ua;M$ 

2- (2-^Wi-Jl/75/) -5- (2-^^U7i-;U*;UtK-^T 
5/) tf'JS?>; 

2- (2->f^i^75/) -5- (2. 6 -is* Tib? i-^^UtH 
-;UTS/) tf'J i>> : 

2- (2 JU-4-? □ □ ^x— -5- (2 - * ^)\,7 oc—Jl> 

2- (2-^f;t,-4-^PP7i-;i-7Sy) -5- (2 -^JU^x-JU 

[0240] 

%m%lZ'£to<Dl5£lZ&iX I L— 1 I L- 6 fc^tf/**:!* I L-8 0> 
Sg^llSTr-SCfcTK *£E<JMt£&A<s HU^&CDI L-1 0. I L-6*5 

m^^or NF-ao l.p smnwLtm^m^t^±u<D7"yb^ tmmzLx. 

^H^lC^ftKD^ICfcoT I L-10. I L-6fc<fcl//£fcl*I L-8fl)jg 
g^aUTf-SCtTr. *$6UfjaMb£1$3A<, f «^b© I L-1 0. I L-6fc«fc 

J:5K*Sg$CD<b£$ll** ?^L % T N F — ar % I L-1, IL-6fcitfIL-8 

(D±®Ba0^Ct5fcoT, TNF-Of, IL-10, IL-6fcWlL-8 
[0241] 

tXDBA/1 LACJvt7^ic. &#£fcl^ga<b£&£^t?J£(* (&f*ii 
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0. 5%T?h=7:tf;*J>K££frO. 0 3N HCIfrb£&) £1S4U 30» 
ftlC'J Lfc (2mg/kg. IMR&St) , LPS£4W&9 0#fft 

. JfiljilCOL>r» T N F u^;^e L I S ACJ: ot^tfLfc. 

[024 2] 

zo)mm<Ditfitofre><J)ftfe<»ittiV!>lZ* *£EaMb£&<D#£TlcTN f- 
aOJjiljib^UA^TLfcLPST^X^^UT'in vivo$514£*LTl*&. 
[0 243] 

*$&W0)<t£$l)!><s *->ttfi»B*TJl' (C. A. Winter et al.. Proc. 

Soc. Exp. Biol. Med.. (1962) vol.111, p.544: K.F.Swingle. in R.A.Scherrer a 
nd M.W.Whitehouse. Eds.. Ant i inflammatory Agents, Chemistry and Pharmaco 
logy. Vol. 13-11. Academic, New York. 1974. p.33) tS&Xfzi ^—Vlsft9k& 
SPifc (D. E. Trentham et al.. J.Exp.Med. (1977) vol.146, p.857; J.S.Courten 
ay. Nature (New Biol.) (1980). Vol.283, p.666) fc£<D*54r— J->Htr£i¥ 

[0244] 

Z(DT'ytr-<tt» WO 9 7/1 644 2(Cf5ic*tiTfcy, &BJHffl$l*?lffl 
ic J: o r *<D±m<*W®&\~-£-£tiZ> 1 0> £ **>o 
[0 2 4 5] 

urn . 

Hllli^.fc^lwLr^^Ct^T'^^. (a)$r»fc1M o-7it>h 
P'J> (Aldrich) SlSSf* (19 8. 2mg/mLX*/-;U) ; (b) $r 
S*fcO. 5M DTT (Sigma) ^iSSg-T-S : (c) ?Pt-t~ ifBMSM ( 
1000f&) :DMSO ImLSfclJ SmgQ'f^f X 1 Omg^>V7 
SvX 4 0mg/<vh7>»fcJ:t;5mg^Sh«J^S/>Pl«^iaSiL, <h 
5J-ltLfct0)^-2O < tT?e^"r-5 ; (d) 2 5 0|(Mt (Penins 
ula) : 0. 5mg1K£0. 1 N|fc&5 7 5 u LlCjgfrL ( 1 ft LI?, IM^MW 
^T-V-lr>fT-(D1 |iMS«SS^«}&tl«) . 'MJ-lfLf::*,<Z>£-2 0 o CT-fc 
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Gth; (e) TvbJWffifo'. 20mMh'J* (pH7. 8) » 1 mM DT 
Tfc«fctf3mM o-7it>hP'J>; (f) 0. 1 %BSA$$t'7f t-f 

mmm (m^mmm ■. Tvk4v<D&t&&mto. 01%) : 1 o%bsa ( 

tia®&7£) 1 Out Lt$£V7vtl<<mm%L990u L ; (g) 1 2 5 i 
zf> (NEN. ggftffl, 2200Ci/mmol) : BS A^trTy-fe'ffgffi 
iSt50000cpm/25/(LfC#i?t5 (T^-b'T T*0g»jllSl±*?) 5 0 
pM) . 

[0246] 
Tv "b-fffl C H O/h G L U RflBASO) (§1 J|R 

1. ££:77Aafr'=>igJfe£l&£U PBS (Ca. MgftJ/iW t$£tf 
g^3MI ,: &<S8t;$ (Enzyme-free Dissociation Fluid; Specialty Media, Inc. 

2. f»m«iitl OmL£flD?U 3 7°C-r?^4»^«(S-r^)o 

$1 000 r pm-C5^ji'D-r^o 

4. aifi75O0O@/l 0 0// L *l,v h*7-yt«f«i»l: 

[0 2 4 7] 

Tvk4 

1 2O//L*T-mT0«*:9^ia^^-fr-5. 
[0 2 4 8] 
[^ 1 1 1 ] 
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250 MM 


»2S J — 


CHO/hGLUE 




-/5jiL 




25nL 


IOOjiL 


+ 


5nL/- 




2S(iL 


lOOiiL 




~/5yL 


l|xL 


2S|xL 


lOOpi 



&£&£2 7 5 rpmO)ili-e, 2 2°Cl^-C 6 O^l-f >+aK- h-f-S. 
(Innotech Harvester £/=(iTomtec Harvester) £ffllvt\ 
LTfcUfc (0. 5%/K'J xf^M' 5 > (PEI) ) G F/C^JU* — 7? h 
U 7}Ofr2 0mM h'JXfgffijfc ( P H7. 8) T'4|H]fc3^-£o 

o 

[0 2 4 9] 

£ aa^-r s z t z m b /»Mc-r s z £ a< -e^ * . 

[02 50] 

nit**,?-)—. ggggtty y-b*f 
toUtf-JUJWU^OMMWc «fc oTSHb Lfc t hm«ttSJfii^iai)l&^T H P 

-iiicox-io)^$i6s-ri,e t hmnmiRi 43Btt±tucox 

-Z*§m?Z>o THP-liNflBaiiii^ 10%FBS$ajELfcRPMI^± 
U (HOSC) 141 0%'>v8&ffJdi / : t^aSLfcm 

(MEM— 1 0%FBS) T'JSttS. IHga><f 3 >(* 

t^rtlt, 5%C0 2 **t?3WI*T, 3 7°C-Cff-5» 
[02 5 1] 
COX- 1 TV -til 

s 2%FBS^f5RPM I *>«fct/ 1 OmM/tv^U/t?— JH 2-5'jXf>U 
1 3-Blft (TP A) IZ1 : 3T*#fl]U filftl? 4 8 I^K-f h Lt 

, ttJI^Rfrit-fS. Hl&t^b? htttU &&2. 5X 1 0 6fi/mLt«:* 
«fc5IC/\>^X^ffi4SM* (HBS) (CSS9$-fr. SJS5X 1 Q5fi/m 



(192) 



LT'9 6^i;U^g¥«(CAttSo «gHb£&£HBST-#&U ?9iM(&g*t£ 
8W!&£S'=>K4B*|Sl'f V^a*— h-Tiio ft$SSS3 0mM*£S 

[02 52] 
COX-27y^ 

cox-2T-vtr-T0^, ^2&^HOScich'J^v>^*njL. 3x106 

M/mL tUZ&OlZ* tHL-1b$1n g/mLtttMEM-FBS|: 

1 ttlHK h LT*ffl!IS£*a-f::#*i Si*. £ f, (r 2 B#ISSJ©f*Jt 

-f>*i><-'>a >£*ToTtt5f$tt£o 2%FBSfc«fct/fc h I 

L-1 b (1ng/mL) £#fcMEM (MEM— 2%FBS) iZftX* *fflfl&£ 
1 8-2 2l^ra'f>*a.'<— h-T-5. lS^MEMI 9 0mL(Cft^.fc^ HB 
St-$«LfcilHk^i OmL^JfljlTBrMro^StL, *BlBS£4l$riJH 

h-T^o ±Jt£&£U 3 0mM774 K>B££#t;M EMICffcx.,, « 

[0253] 

jtU 1N NaOH-e**QU S«D£*toT, Sfflflfi^^^U^ m 
85<OELISA (Neogen #404110) £ffll^T PG E 2 ^afl^T-S^tT*, 

[0254] 

jaT<c<b^w. 1 0 u mjuto i c 5 0 fiiT% D^i/y^—- tfr^-b 

2- (2, 4-^f^7i^75/) -5- (2. 6-^Q07i-^* 
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[0255] 
Ra f *j— $VV*A_ 

SMRa f tf(C«fc^SSMEK (Ma p+f-feVERK+t-lf) 

0>'J>S^bO!)Se(c < ty, in vitro-eO)Ra f ^-4fStt^aii^-r§o 

<bM e k £ 7 * a,* -icfijus l % i&mmm®. i ) y £ »^ u- a 

[02 5 6] 
SltJbR a f 

rGlu-GluJ -Xt'l ZfW&Ra f » va I 1 2-H-Ra sfc<fctf 

Lc k if ^>/^=l P^-OU^T'S f 9^3MfC h7>X7i^ va >-f& 
Ztt\ SliflsRa f £f#-5„ TG I u-G I uj -1^ h— ZfX'&hG I u- 
Try— Mo t— Pro— Me t— G I u?tIc-Ra f tf>C3fc4ffilZ&l£ 

[0257] 

C*ie TG I u-G I uj Xt°h-^SIK9 7 AMEK1 
D9^^T'h7>X7i{;ya^U:S f te^JSItMEK (K9 

7A$M1) 

[0 2 5 8] 

fit TG i u-G I uj fitj* 

SOU^-fe^V-f-V— «3<D:£ifc (Grussenmeyer et al.. Proceedings of the Na 
tional Academy of Science. U.S. A. pp. 7952-7954. 1985) lc|a«M)7J&(Cft 
oTJi£g£l*fcSl!flSA^ fit Tg I u-G I uj fct**£*iSLfc. 
[0 2 5 9] 

20mMh'JX (pH = 8) . lOOmM NaCI, 1 mM EDTA, 2. 
5mM EGTA, 1 OmM MgC I 2 » 2mM DTT, 0. 4mM AEBS 
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[0260] 

1 2 5mM HEPES (pH = 8) % 2 5mM MgCI 2 , 5mM EDT 
A, 5mM Na 3 V0 4 » 100((g/mL BSA„ 
[0261] 

25mM HEPES (pH = 8) , 1 mM EDTA, 1 mM Na 3 V0 4 
, 400ju g/mL BSA 0 
[0 2 6 2] 

10 0mM EDT A. 8 OmM tf O 'J h 'J 

[0263] 

5'JtKT •T^U^X^'J— > (Milipore multiscreen) #SE3M07 8E3 
„ -O^tfP^-P (Immobilon-P) (PVDF) „ 
[0264] 

urn 

0 <<*) 7 Ax b OXtt. (Williams et al.. Proceedings of the National Aca 
demy of Science, U.S.A.. pp. 2922-2926. 1992) |c|ae0^;i(z^or, Sf 

oTiS^St**:. 7 0 00x g -e2 0»P B 1SiC>L, JfelCO. 22/lm 

©atii^ofco rciu-GluJ ft&£f£££l+/cy:7-f -7-^ (Ga 
mmaBind Plus) T*(J)5 □ ? h^77Y- lc<fcoT. xifl — :7&§$Se£fiS8L 
fco ^a^*^AIC^L. *7A^aO)2fSfi(D*7AS®^Ti2|5|iiS|^ 
U 50/1 g/mLT'G lu-Tr y — M e t - P r o — M e t — G I u 
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[0 2 6 5] 
Ra f *•)— tfT-y-b^ 

1 0~100KM^^«)fc1 O*I3I<0 3fS#8?j££ffilM:. ttR1t£ft£ff 
fliiLfc. 1 0%DMSOIZ^Lf=«SIPlSISI*fctt»^«3Hl 0/i L^T-y-tZ 
-f^b— HCjH*. 5 f§£f&|Stij;$ 1 0//L, 1mM(D 33 P-r-ATP (2 
OtfCi/mL) . MEK (2. 5mg/mL) O. 5 // U 5 OmM 0-* 
;i/A^H$/- ;n # L^#t;1^%3 0// L^jD^tfco 1 mM DTTfc«fc 

o# i_£J«x.sc:£t-. £i££Bfl$&Lfco £J£&£;1£U m&v 

flit Ltzfefc 9 0 // L-TO^ G F P - 3 0 -feJUQ— 7.1 4 1 P $ 4 £ 7 4 )\,$ J£ 
(Polyfitronics) ±lc&U 7-r^^ffi$0i;KD§S<D4f&g(D5%U 

Icoivc, »>3>*^>^i (TopCount Scintillation Reader) 

[0 2 6 6] 

: lfc£ttB§&£ ; J&ABflRSii&fiE&l!* ( A R D S ) ;SS;^P->S;7Wl 

: mfcff : 7<< ; i mt$&v 1 1 mmmm ; ^mmm &mK*tm 

3 : <t^^l^|fe|cJ:^jiS^(D^|»fc«*:t/?&SSIc^ffl-rife 

-5. lvf*vfcTNF-afcJ:i;/£fclii L-KDSUffcliyM^^l: 
^LT^Stt-Cfc^H I V— 1 » H I V-2. HIV-3. WM**P^^;b 

7. (cmv) , -f >7;ux>9\ t^Fj^j ;ux. ^u^xo-^ux (hsv- 
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[02 6 7] 
[02 6 8] 

ic*or, 7nx*77>v>g(DM££foit-r£c£t-i:£3 (wo 9 6/ 

03 3 8 7. 3lffllC*oT^»*<*W*»IC«*t*t,©fc-r*) . 
[0269] 

[02 7 0] 

*««OS2tt. TNF-ff, IL-1, I L-6*5<fctf/£fcl* I L-8© 

ntt, mixiimim. it»fL<iith) izxlx. m&ttmm.a> 

mmmm.®. : y : &atti§igi& : &£tti!§& 

a : AABf «njaMff (ards) : $tm * a->m •. y u;^-tt#« ; 

4*-&mm ; i fi**t; 1 1 mmmm m ■. : 

7fl^/W*-#i : : # D«5«S ; AilUHt9MMi : TxD-AtelMIWMfc : 
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HIV-1. HIV-2, HIV-3.^h^7J*a^-fM (CMV) , <<> 

?;ux>+f\ jfy^ ^u^x^-f (hsv-1. hsv-2<s£ 

[027 1] 

»\<Dmmzt5l*X*f£Wlt* HH&0)i,<Dt4:l:<DTNF-a % IL-1j3, I L 

- 6 fccfctf/S/cte i l- 8 tfft&?Z&mftm<D&®.%mtt\*&\t%mm<» 

*IBW(Dft^tt$^lC, taSjWSIiUcte^TtWfflT- 
$blC*3gB^b^«!l*, Ra f tfEgdJ:^ mfa*M$im%it$ 

&vmmwmz&zm^Bmz&% : b l < im±+z>mms,<r>m&izts^x tm 
%m-?z>tzs>(Dmm£,<»m&izt$isxi,Gmx'toz>o *9m<r>\tfsmzz t>i~. 
* v =? > i? ^momsL* mm-? %> mm&o>®&. izt$ i*x $ mm x „ 

[0272] 

z t>iz%i]o)mmzt5i\x*m*m* TNF-a, il-i^ il-6H^u 
&*L<it*af&mzm£t!-&tzmmmfffl!i<Dtex. *Lxm%i<D%miz 

102 7 3] 
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(o^ati^ommizit. «t&#. m&#« m®®*. &Aa* 

[0274] 

TNF-a, IL-1, IL-6fcJ:tflL-8A^t^I, &fc«fcl// 

om&* &^&s&. &m?z&r£<Dit£W+i:<D&mmmizmrsi*tzt,o)t-?z> 

l^X^mz^-oX^-r^Zt^V^^o I&0. 01mg-30mg/kg/H 
#£L<l*ftO. 1mg~10mg/kg, J:y»fL<M0. 25m 

g~img/k g (Dffls *Bmmizm7?i(D±x vtemumzts^xm 

[02 7 5] 

o 

[0276] 

«p»5<d»£, guiiafiic^i*. «*tf*^-b^ fcau ®m%&tzit&m<D 

BttZZt&XZZo nM*f*tf*L<li. Br»©*»rt»*^tfffl* 
#fe05^fr-S. ftlbl:ttt5l~2000mg. L < ligl 1 ~ 5 

OOmg, <fcy*f£L<l*ft5~1 5 Omg<DS<D : £&/&fl^M£-e-£C<h# 

o 

[0 2 7 7] 

aitlcJ;-DT}ft^t--5Ct^T?#-S. *»P»4t©1 BfflSli, &0. 1 
~ft30mg/kg, #£L<l*&0. 1 -8)1 Omg/k g. *IJJ?£L<(* 
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$30. 25mg^1mg/kgffei, 
[0 2 7 8] 

ti*««^*fci**aTa)«i»a««*i**:i*B»afc -r *c trnzz. &m 

•^Afcjfcfcif ^fcftjfel*. BttOBSttJbt. ttUttft i: L 

TfcfflSti*. **u=oivci*. M^y^u-bU K*fci*5?*'j-fe»j Kfc£© 

[0 2 7 9] 

o 

[0 2 8 0] 

1 tL<tt2Ial^(D0. 1mg~150m g m. mffi&5-0%'&. 

S88KDO. 00 1II%~1 0M%. 0«;ltf 1 Mg%~2M%£"f & 

L<l*S8#J(D5Sfi%J<AT. <fcy#£L<l*0. 1 fi3%~ 1 1S%it*. 
[028 1] 

mm&mz&mtsi&mzit. &f9mmiztmu^^tz\t^mm m mm\ 

5- lc » jgfcii&ajfc £* -5 . 
[0 2 8 2] 
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[02 8 3] 

*o)$mmzi&*ztii<X'2z>bK u^utmtm* ses»» mtai 

[0284] 

3 - ^ * > y £te u -c mai t *> - t * * . 

[0285] 
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[0286] 
[0287] 

py>»tt, ^5B56tE, ^**>IM1. 7"*jHi*. ttifctt. 

BflL *ya«m /^U^KE (palraoate) . Mtttt. 2-7 
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[0 2 8 8] 

[0289] 

[0 2 9 0] 
[029 1] 
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INTERNATIONAL SEARCH REPORT 



PCT/US 98/23510 



C07D401/12 C070409/12 


C070213/82 A61K31/44 C070413/12 1 
C070417/12 C070471/04 CQ7D405/12 J 


jlpTS C07D A61K 












1 E)«fae<*dtf*tM*c«MMM*<»«to| 







C. OOCUMtKTS QOWaPEHtO TO B6 BE1£VA«T 



DC 38 04 346 A (BOEH RINGER MANNHEIM 6UBH) 

24 August 1989 

see the whole document 

£P Q 480 258 A (BAYER AG) 15 April 1992 
see claims; example 85 

OE 18 10 162 A (HERCIC 4 CO.. INC.) 

14 August 1969 

see clams; examples 

£P 0 799 82S A (WHOM NOHYAKU CO LTD) 

8 October 1997 

see claims; examples 

US 5 380 734 A (HSU KUQ-HOW L ET AL) 

10 January 1995 

see column 6, line 20 



1.16 



\m 



long acta 



•X* (bant d partlcUw wUvmmc tw dgfcMi ***«p* 



rsssss 



tot**** 



19 February 1999 



«ert»&A 



15/03/1999 



Bosma. P 



page 1 of 2 
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INTERNATIONAL SEARCH REPORT 



tr. .Utond appOcaSon NO. 
PCT/US 08/23S10 



Box I Observation* where certain dainw were lound unaoarcnable {Continuation ol town 1 c* fire* «he*t) 



Tm tnttmaloftai Sean* ftej>on has noi been HtttM ^MH^ctcMtoxa^\M^^»^f^%)^omMH^ 

1 [Tl CJairaW*.: 17-24 

Re»ark: Although claims 17-24 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

an •atteft But ewwaeningui >twnapcrvtf Saanft can ot earned out ycWcaty: 



Box II Observations wtm unity of lmr«ntion la lacking {Continuitton ol lt«ra 2 of Hrst ebeet) 



TW» nemottonal SearcMng Authority tound mullpls Imwmtora in Ws Wcmatonal application. a» 



1 n As afl required additional saardi teas, wem timely paid by mo appflcint. this mterolonaJ Search Report cova* al 



2. I I m as 8«an*aMtclsJ«Sf»iU0e search 
— otanyeddHoneitea 



1 □ SK?.M^ 



□ no «qJ^ adddoitf aaaien laat wf ta Um^ 



Q TnaaddWocMtfsaaiihlBaaweiaaecompanW 

QJ no pnxwt eeconearieti (he payn^ctaddH^saajcfcle**. 



Form PCT/tSA/210 (cxnlnuaSon of first shoot <1 )) Put/ 1998J 
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INTERNATIONAL SEARCH REPORT 



PCT/US 98/23510 



c!*d in i**f* repot 




PkfiScftfon 
care 1 


PM 




Pubtcalon | 
Hale J 


] OE 3804346 


A 


24-08-1989 


H0«E 






1 CP 0480258 


A 


15-04-1992 


OE 
AU 
AU 
CA 

cs 
JP 


4032147 A 
634424 B 

2052894 A 
9103058 A 
5032631 A 


16-04-1992 
18-02-1993 
16-04-1992 
11-04-1992 
14-10-1992 
09-02-1993 


1 or 1810162 


A 


14-08-1969 


FR 
68 
Nl 

US 
US 


1592696 A 
1223307 A 
6815877 A 
3539639 A 
3646202 A 


19-05-1970 
24-02-1971 
27-05-1969 
10-11-1970 
29-02-1972 


EP 0799825 


A 


08-10-1997 


CA 
CN 
JP 
US 


2201437 A 
1164532 A 
9323974 A 
5843868 A 


02-10-1997 
12-11-1997 
16-12-1997 
01-12-1998 


US 5380734 


A 


10-01-1995 


US 
US 
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